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Approval Letter



Jur referance:. 52-488

NOV D & 1985
Jarter—Glogau Laboratories, Inc.
Attention: ITliane K. Juimm, M,S.
5160 Jest Bethany Home-2sad - . e e e e
Clendale, Arlzona 383301 :

Gentlemen?

2lease refer to your Antibiotic Fora 6 application for Neoaycin and Palynmyxin
3 Sulfates and Hydrocortisone Otfc Suspension, U.S.2. '

We acknowledge receipt of your submissgions dafed Decenber 4, 184, and
Marzh 13, August 28, and Movember 4, 1988

Ta have somonleted our revies of the application and it 1s approved.

An aexpiration date of t:en:y-foﬁf {(14) =months should be used on each dateb of
the drur o be narthetel anl packazel as degerided In the appllication.

2laca lruy samnles from the first three production bateines into your stability
ars ol ar: t2ct each hacch ap threae {3) month intervals during the first year
of ajyiny, at six (6) meonch iatervals luring the secoud year, annually
tharoealoer, Aan the darza cecome availadle they sioul! be furnishel to zhis
AFf42n at 3ix (5) ammth {ntervals tiwroughout the authorized shelf 1ife of the

“or Ialtial Jaupminns! /e request that sou aubalc, In daplicats, any proposed

timiny or promational gopy whicn you inteud to use in your lmagediice
rialny or aroastional campailzang., lease subdmit all proposed aetactlials
3]

in
ar mock—ap fora, 10t final nriited. 3Submi: botlh =opies together with i
gy of £he avoposel ar dizal printed labeling to the Division »f JOruj
vartiglaz and Labelinz {iF1i-240). also, nlease 1o not use dora FL-2233 for
chie aubalgsion.,

For Suhsaauent Zamvaians: Te call vour attention to rejuiation Il Q4

314,310 3) vhien requires that all material for anmw gubsequent alvertisiny
or arountional campaizns at the %dae of thelr initial zse be sumittedi to our
ilviaion of Drug Advertisinz and La»eling (HFN=240) with a completei Jora

SU=2233. A copr of For ?D=2253 is anclosed for your convenience.

Ylease he reminded that since you are nmanufacturing the sabject druy ‘or the
Sirar siwe, 21 T 314,81 requires certain records and reports be susaitted
“nllpsiny the date of approval,



62-488
page 2

The Form 6 should be kept up to date by submitting supplements whenever
changes are contemplated in the manufacturing and/or laboratory procedures,
controls, equipment and instrumentstion, key scientific and production
personnel, packaging, labeliny, source of antiblotics, ete.

Sincerely yours,

3 / I Gos N6%<

- St
Marvin Seife, M.D.
Director
Division of Generic Drugs
O0ffice of Drug Standards
Center for Drugs and Biologics

Enclosure

{\V;\((g



NOTICEOF APPROVAL

NEW DRUG APPLICATION OR SUPPLEMENT

NDA NUMBER

, —"/fﬁ

JoaTe APPROVAL LETTER ISSUED

TO: FROM: .
' [TJBtresu of Drugs
Presa Relations Staff (HFI-40)
[ ] Bureau of Veterinary Medicine
ATTENTION

Forward original of this form for publication only after approval letter has been issued and the date of

approval has been entered above. . ) .
YYOE OF APPLICATION LamENT CATEGORY

SUPPLEMENT ABBREVIATED sUPrp -
[QDefeeinaLNoa [ 0 O omainar noa [ TO ANDA ] m..um [IvETERINARY
T TRADE NAME (ar other gesignated name) AND =§TA ASHED OR NONPROPRIETARY NAME #if any) OF DRUG.
A s ~¥ 4
.6 -AM AU [ A d £ ; :
SAGE FORM vV HOW DISPENSED

éji:c K”!!ﬁegﬁ“n—u [wa¥ CJerc
ACTIVE INGREDIENT(S) (as declared on label. Liat by established or nonproprietary name(s) and inclide amount(s), If amount ia

declared on label.)
]

popmynin. B i
W

pamt
/0,000 A/wde

2q. + 3.5 mg Arran
/0 g

NAME OF AFPLICANT (Includ'- Clty and State
eﬁpw ‘fz«w vy

5/60 \N “’W\L M

&AW £530|

PRINCIPAL INDICATION OR PHARMACOLOGICAL CATEGORY

Lotdcite / o oo

COMPLETE FOK VETERINARY ONLY

ANIMAL SPECIES FOR WHICH APPROVED

COMPLETE FOR SUPPLEMENT ONLY

CHANGE APPROVED TO PROVIDE FOR

FORM PREPARED BY

-

s

FORM APPROVED BY

74 -/
K ame ) B DATE
-
ISI ({-b2S
S 7 N —
FORM FD 1642 (2/75) ~J FREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EX~AUSTED,
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L2 PL

NEW DRUG APPLICATION OR SUPPLEMENT

NOTICE OF APPROVAL DATE APPROVAL LETTER ISSUED

FROM:

TO: - ’
’ (Ll &treau of Drugs

Press Relations Staff (HF1-40)

1 Buresu of Veterinary Medicine

ATTENTION

Forward original of this form for publication only after -pprovaf letter has been issued and the date of

approval has been entered sbove.
TYPE OF APPLICATION L CATEGORY
: SUPPLEMENT ABBREVIATED SUPPLEMENT
[EewmonaLvoa [0 0 D) omainaL noa CJ vo anpa MJMAN ] VETERINARY
ISHED OR NONPROPRIETARY NAME ¢if an JQF DRUG.

" YTRADE NAME (or other qesignated mams) Ahn ESTA

HOW DISPENSED

CJore

SAGE FORM v 7 .
List by eatablished or nonpropristery name(s) and inciude amount(s), il amouni fa

ACTIVE INGREDIENT(S) (aa declared on label.

' declared on label.) 7 M_‘L
W Mlo-dl /0,000 4/“*14-
pre /o'mg

NAME OF APPLICANT {Include City and Stats
Caitit —,efﬂm L alrsibintd | dog.
5160 Wadt? Bl Homd R de

| 40, Wl Orsgina. £5301

PRINCIPAL INDICATION OR PHARMACOLOGICAL CATEGORY

COMPLETE FON VETERINARY ONLY

ANIMAL SPECIES FOR WHICH APPROVED

COMPLETE FOR SUPPLEMENT ONLY

CHANGE APPROVED TO PROVIDE FOR

FORM PREPARED BY _

A Y4 7/ e

PP T

-
/7 _ P FORM APPROVED BY
DATE

K am .
[{-bgS

—— -
FORM FD 1642 [2/7/ PREVIOUS EDITION MAY BE USED UNTIL SUPFLY 1S EXHAUSTED,
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FINAL PRINTED LABELING



MOC D33107-10

"EDM‘MN-- o e

SULFATE

~ ot
Esth mi. contsin
Suifatn (equivele
mg. (1%). Thima
Propylens Glycol

USUAL DOSE: F
oy
390 . 70 F),

CAUTION: Fader

Stanily with Sterik

NEOMYI
SULFATES
aTIC

Each ml. contmng:
Suitate inquevsient
mg. {1%), Thimero
Propyiens Biycol,

]
USUAL DOSE: Fou
i do:

. Beile with Starile Orepper (L3

NDE E301-07I-10

- NEOMYCIN AND POLYMYXIN B SULFATES AND
HYDROCORTISONE OTIC SUSPENSION, USP

DESCRIPTION: Each m:. containg: Polymyxin B Sullate
10,000 units, Neomycin Sultate {equivalent 1o as m?é
Naomyein base). Hy j 10 mg. (1%). The vehic

contains the inactive ingredients Cetyl Alcahol, Propylene

Glycol, Polysorbate BO and Thimerosal 0.01% (as preser-
- witive) mvf-’ﬂ- ’

for Injestion.

CLINICAL PHARMACOLOQY: Hydrocortisons, the natu-

raily pcourring sdrenal-oorticasteroid, atiords antialtergic,
antipruritic and anti-inflzmmatory activity.

Polymyxin B Is ons of & group of closely related sub-
stunces produced by various strains of Baciltus polymyxa.
Its activity is.sharply restricted to gram-negative bactaria.
including many sirains of Prsudomonas seruginosa.

Neomycin, isolated from Staeplomy Iractias, has anti-
bacterial sctivity in vitro against & wide range of gram-
negative and gram-positive organisms, with atectivaness
against many strains of Proteus.

INDICATIONS AND USAGE: For the treatment of super-
ficial bacterial infections of the external suditory canal
caused by arganisms susceptible to the action of the anti-
biotics, and for the trestmant of infections of mastoidec-
tomy and fenestration cavities causad by Organisms sus-
captible to the antibiotics.

sibility of atotoxiclty caused by Neomycin,

Patients who prafet to warm the medication betore using
should De cautioned agsinst heating the sofution sbove
body lempaerature, in order to avoid loss of potency.
Treatment should not be continued for longer thar ten
days.
Altergic cross-reactions may occur which could prevent
the use of any or alt of the following antibiotics for the
t of future infections: Kenamycin, Paromomyein,
Streptomycin, and possibly G i

ADVERSE REACTIONS: Neomycin is & not uncommon
cutansous sensitizer. There are articlas in the current
Iherature that indicata sn increase in the prevalence of
parsons sensitive 1o Neomycin.

Stinging and burning have been reporied when this drug
has gained access 10 the middle ear.

DOSAGE AND ADMINISTRATION: The external auditory
canal should be thoroughly Ched and dned with &
sterile cotton apphicatar.

For aduits, 4 drops of the suspension ahould be mstilled
into the sftecied ear 3 or 4 times daily. For infants and
children, 3 drops are suQg d of the |1l

CONTRAINDICATIONS: This product is d

Ity of the ear canal.

in thoss individuals who have shown hypersensitivity to
any of its components, and in herpes simpilax, vacciniaand
varicelia.

WARNINGE: As with other antibiotic Preparations, pro-
longed ireatment may result in overgrowth of nonsuscep-
tible organisma ard fungi. T

If the infection is not improved atter one wesk, cultures
and susceptibility 1ests should be repesated to verity the
igantity of the organism and to determing whather therapy
should be changed.

when using N yei weining prod 1o control
secondary infection in the chronic dermatoses, such a3
chronic otitis sxterna, it should be borme in mind that tha
skin in these conditions is more liskle than is normal
akin to bacome sensitized to many substances, including

for
{59 - TRV F).
CAUTICN: Feders

Stwtve etk Srenie Dropper
NEOMYCIN AND F
HYDROCORTISON

WSUAL DREE: Fow (&1 drows
arocmeiimn, e STORE &1 13"
rglnlm

CAYTION: Fodernl jow

Srorie etk $twme Oropoar

Y Tne manitest ot ser to Neomycin
is usually B low grade reddening with swelling, dry scaling
and iiching; it may be manifest simply 28 & {aiiurs to heal.
During long-term use of Neomycin-containing products,
periodic sxamination for such signs 3 aovisable and the
patiant should be 101d to discontinue the product if they
are cbsarved. These symptoms regress quickly on with-
drawing the medication. Neomycin-containing spplice-
tiona should b svoided for that patient therestier.

PAECAUTIONS: if sensitization or irritation occurs,
madication should be discontinued prompthy.

This drug znould be used with care when the intagrity of
the tympanic membrane is in question bscause of the pos-

N K3 ATH-16 A 1N

NEDMYCIN AND POLYMYXIN B SULFATES AND
HYDROCORTISONE OTIC SUSPENSION, USP

Lih o gomnma Potvorymn § Soiets 10000 Usee. Sosmwven Lokt | biwriiion B
]!ummm——llunlﬂh-l--_ulﬂl

weh Coryl Aloshed

Froppana
FON ONC LS QMY

3w W vt mscaen.
SHAKE WELL PRHH TR USL.

UEUAL DORL: Four 18) Sads 4 SHerind 550 300 packiph vbort b indhconone. dusope.
srocavnens wte. STORE AT 31 J0° C (80 - T )
CAUTION: Fubeal low prolubein dinpemumy webout 100307 N-10

W CARTFR GOGAU tARORATGRIES INC
. Glendale. Arrona B510% USA

Tha patient should lie with the attected ear vpward and
then the drops should be instilled. This poaition should be
intained for 5 t tacilitate peneiration of the

. drops inta the sar canal. Repeat, it necessary, tor the op-

poslite ewr.

It preferred, & cotton wick may be inserted wnto the canal
and than the cotton may be saturated with the sclution
This wick should be kapt moist by sdding furthar solution
svery four hours. The wick should be replaced a leasionte
evary 24 hours.

The patient shoukd be instructed to avoid contaminating
the dropper with material from the ear. fingers. or ather
source. This caution i3 necessary if the sterility of the
drogs is 10 be preserved

SHAKE WELL PRIOR TO USE.

HOW SUPPLIED: Bottie ol 10 ml. with sterile dropper.
Store at 150 - 260 C {S¢* - TB°F).

CAUTION: Federsl law p pensing pre-
scription.

Litaraturs Revised: October 1885
Product No.: 0736-10

Mid. by
Carter-Giogau Laboratories, Inc.
Glendale, Arizona 85301

Girnnelr Aogoms H5JOT US4

Srrm o Sronke Orogeet e eNaTHD b
NEOMYCIN AND POLYMYXIN B SULFATES AND
HYDROCORTISONE OTIC SUSPENSION, US p

[T iid Putyoysm 3 Bottacs TRIND Unts. Woaswtn Jullons ismammibn B
ssqn—nmlmllun\\ Thamermit 14 wrovereswmi 05V
ety Algahel, Givest, Fytvsaranie 10 i Wiew Fir Srbeiam
SOR ONC USE OMLT.  INALE will PmoOR T8 UBL
USUAL DELE: $pur (4] drigel + -
s, STORE AT 150 . 20 Co89° - TP )
1o prokitiie Spatmng MR proncTIpiin.

1008 /4TH-10

CARTER GLOGAY LABORATDRIES INC
S Glendals. Auiroma 85101 U S A



— CARTER-GLOGAU LABORATORIES, INC.

5160 WEST BETHANY HOME ROADeGLENDALE, ARIZONA 85301sTELEPHONE (602) 939-7565¢TELEX 66-8304

VIAL LABEL

Sronie e Sawnie Oronper WMRC E1-07H- 1 o m.
NEDMYCIN ANO POLYMYXIN B SULFATES AND
HYDROCDRTISONE OTIC SUSPEISIUH U s P

foen ol ouwmes Poipewns § Lutute 10,000 Ut Mosmycin Fultare

Jiuh—-—tm——-llqﬂﬂ.mmmnll‘
WMM—U Glvenl. Potysorbate Bl i Wotet iy Uaintiein,

ﬂﬂﬂ' lllll“l.\_-ﬂllﬂ.

AL
ll' wcm- mH
CANTIDE: Poiersl g pahibitn dispuesesy wiiiet faiispmas,  1988/0738-18

i
Z

CAATER CLUGAY LARDHRATORIES INT

Gieadale Argong 80001 15 A

CARTON LABEL

Stenle wuh Stente Dropper 10 mi
#OC 0381-0738-10 !

NEOMYCIN AND POLYMYXIN B
SULFATES AND HYDROCORTISONE
OTIC SUSPENSIOR, USP

£ach ml. contans: Patymynn 8 Sulfare 10, uun Uaits, Neamytin
Sultate ient 10 3.5 mg. Rpst). Hydrocomann e 10 ’
mg. (1%} Thimesosal (a5 preservaive} 0.01% with Caryl Alcnnal L
Propylane Glvcal. Polysocnmia 80 m Water tor Imsction

FOR OTIC USE OMLY.
SHAKE WELL PROR TO USE,

USUAL DOSE: Four (4} drops 1n atfectsd mer. Sae package ingen
for mdwcantns. dotage. precaunions, aic. STORE AT 15° - 28° C
159" - 80 F).

CAUTION: Fedaral law

. ’ it
1085/0738-10

™ CAHRFER GLOGAU LABORATORIES INC
Glendale Arzona 851301 LI S A




CARTER-GLOGAU LABORATORIES, INC.

5160 WEST BETHANY HOME ROAD+*GLENDALE, ARIZONA 85301 TELEPHONE (602) 939-7565+TELEX 66-8304

PACKAGE INSERT

NEOMYCIN AND POLYMYXIN B SULFATES AND
HYDROCORTISONE OTIC SUSPENSION, USP

DESCRIPTION: Each mi. contains: Polymyxin B Sulfate
10.000 units. Neomycin Sulfats (equivalent to 3.5 mg.
Naomycin base). Mydrocartisane 10 mg. {1%). The vehicie
contains the snactive ingredients Catyl Alconol. Propylens
Glycol, Polysoroats 80 and Thimerosat 0.01% (as presar-
vativa) in Water tor Injection.

CLINICAL PHARMACOLOGY: Hydrocortisone. the natu-
raily occurring agrensd corticosteroid, attords antisHergic,
antipruritic ang anti-inllammatory activity,

Polymyxin B 15 ons ol a group of ¢losaly relatsd sub-
slances produced by vanous stramng of Sacilius polymyxa.
Its activity is Snarply restrictad to gram-negalive bactsna,
including many strains of Pseugomonas Aeruginosa.

Neomygin, isolated from Straptomyces Iradrae. Das anti-
pacterial activily :n vitro agmnst 2 wide range of gram-
negative and gram-posilive organisms. with etfectivenass
agamst many sirains ot Proteus

INDICATIONS AND USAGE: For the treatmant of super-
heial bactanai safections of the axternal audilory canal
causad by orgamisms suscaphibie to the action of the snts-
Diotica, and lor the trastmant of infactions of mastoidec-
tomy angd fanesiration Cavities caussd by Organisms sus-
captibie 1O the antibiotics.

CONTRAINDICATIONS: This product is contraindicated
tn those individuals who have shown hypersensibvity o
any of 13 compcnenta, and in herpes simpiex. vaccinia and
varicalla.

WARNINGS: As with other sntbiotic preparations, pro-
longed treaimaent may resull In overgrowth of nonsudcap-
nnle arganmsms and fungi.

i1 the infection 18 AL iMmproved iter one wesk. Cullures
and suscepubility tests shouid oe repeated to venly Ihe
identity of the arganism and to datermine whether therapy
should bs changed.

When using Neomycin-contgining procucts to control
sscondary infecton in the chronic dermatoses, such as
Ghronic otitis externa. it should be borne (n mind that the
in i these condiions 15 more liable than 1s normai
akif 10 Decome santitized 10 many subsiances, inciuding
Neomycn. The manst ) of an to Neomycin
i3 usually & 10w grade reddening with swealliing. dry scaling
and itchung: «t may be mantdlest simply as a tailure 10 heal,
Dunng iong-term use of Neomyctn-contmmng products,
periodic exammnation 1or such signs 3 dvisadia and the
patient should be told to discontinua the product if they
are observed. These 3ymploms regreas auckly on with-
drawing the medicaton. Neomy&in-contaiming apphca-
tons should e avoided for that patant thareafiar

PRECAUTIONS: ! sensitizatiocn or irntabion occurs,
med:ication shouid ba discontinued promptiy.

This drug shouid be used with care when the ntegrity of
the Iympanic membrana 1s 1n quastion because of the pos-

ub-imy of ototoxicity caused by Neomycin.
Patisnts who prefer 1o warm e medication belors using

shouid be cautioned aganst neating the solution above
body tamparature. in order 10 avoid loss of potency.

Treatment should not be continued for ionger than ten

Allergic cross-reactions may occur which could prevent
the use of any or all of the fodowing antibiotics for the
treatment of future infections: Kanemy&in, PRrOMamycn.
Strepiomycin, and possibly Gentamicin.

ADVERSE REACTIONS: Neomycin is & not uncommon
cutansous sensitzer. There are articies tn the current
literature that sndicata an incraass in the prevsience of
persony sensitive to Neomycin,

Stinging and burning have been raported when this drug
has Qaned access (o the midole sar.

DOSAGE AND ADMINISTRATION: The external auditory
canal should be thoroughly cieansad and dried with a
viende colton apphcator

For adults, 4 drops of tha suscension sNould be 1nstilied
into the affested ear 3 or 4 umes datly. For iniants ang
thildren. 3 draps are SuQgpests0 because oOf the smaller
capacity of the sar canal

The patisnt should lie with the af{scted ear upward and
then the drops should be instulec. This position should be
maintatned for § utes to per of the
drops ino the ear canal. Repaat. if necessary. 1or tha op-
posite ear.

If praferred, a cotton wick may D& insartad into the canal
and then the cotton may be d with the .
This wick should be kept moist oy adding turther sclution
every tour nours. The wick shouid be repiaced a isasi once
avary 24 hours,

The patient should be instrucied 10 avoid contammating
tha dropper with material from the ear. fingers. or other
source. This caution is necessary if the sterility of the
drops 15 10 be preserved.

SHAKE WELL PRIOR TO USE.

HOW SUPPLIED: Bottie of 10 ml. wath sterile droppes.
Store at 150 - 26° C (59 - 78° F»

CALITION: Federal inw p diapensing pre-
scription.

Literature Revisad: October 1085

Product No.: 0738-10

Mid. by
Carter-Glogau Lapgratanes. Inc,
Glengaie. Arizona 85301




Sorile with Seavite Dropper 1.
NDC 0301-0728-10

NEOMYCIN AND POLYMYXIN B
SULFATES AND HYDROCORTISONE
OTIC SUSPENSIDN, USP

Each anl. comans: Potywynn B Sulfate 10.000 Units, Neomein
Sultwer {agun 10 15mg M bose), 10
my. {1%), Thimerosal fas praservative) (.01% with Catl Alsshel,
Fropriane Giycel, Polysorbate 80 in Water for iachon.
FOR OTIC USE ONLY.
SHAKE WELL #MDR TO USE.

USUAL DOSE: Four (4} drops in sffected ear. Sen package inpent
::'um dosage, pracautons. stc. STORE AT 150 - 28 C

CAUTION: Faders! lew probibitn dispoasing without praseripion.
1085/0738-10

o CARTER-GLOGAL LARDRATORIES, INC

Glendale. Anizana 85301 US A

Sterike with Stenie Droppar 10 ml.
NOC 0381.0738-10
NEOMYCIN AND POLYMYXIN B
SULFATES AND HYDROCORTISONE
OTIC SUSPENSION, USP

Each ml. comtams: Polymyxin 8 Suifate 10.000 Units. Neomyen
Sultate laguvedent 1o 3.5 mg. Neomycin bass), Hydrocornsone 10
myg. 11%), Thmerosal (ns prasarvativa} 0.09% with Catyl Alcohol,
Propysana Giyeol, Patysorbete B0 i Weter for imection,

FOR OTIC USE DALY,
SHAXE WELL PAION TD USE.

USUAL DCSE: Fouwr |4) drops w whtected var. See package msart
tor indicatrons. dosape. pracaubons, xtc. STORE AT 15 - 280 €
[59% - 70 ).

CAUTION: Frdarsl low prohibits da

9 Without proscrip
1085/0736-10

CARTER-GLOGAU LABORATORIES. INC
Glendale. Anzona 85301 U S A

— e

Stemie wnth Storve Dresen oL o are-n (LR

NEOMYCIN AND POLYMYXIN B SULFATES AND
HYDROCORTISONE DTIC SUSPENSION. USP

Ean mi rwiom Pabymwen | Sulisn 10,000 Unts Wosmmes Smliiot {ibgus o 3
35 Moy Nparian BRI A
wnth Crtrl lewhal Prownens Given.

FOR OIS VSl BELT  BRAKE WiLL PGP TD VIL
VAUAL DOLE Fowr (4] troas 1 WOCTed 00 $od BRCLOQS Iuory bor masc stmons. dumaga.
pocunara W STORL 47 1% - 20 C (39 - P 1)

TANTION Fatrsd o gl mipotany muham pooprpms. 1 4$/07046-10

CARTFR GLOGAU LABORAIQRIES INL
y Glendale. Arizona 85101 B 5A

Stonin s Srarve Drovyer ORI D
NEOMYCIN AND POLYMYXIN B SULFATES AND
HYDROCORTISONE OTIC SUSPENSION, USP

Emn mi comtone Posvowrn B Sotiore 10000 Usnts. Mowtums Sull sty tivbinid b
14 my Newewon hasst Fdesternosn S any (1 Thowws 1o iy § §1%
werh Cooed dicohel Prowvena Cyeol Pronaraas 60 m Wit e niiion

AR QNG USE DinLY  EWARE WHLL PSR 1D UEL
UBUAL OUBE Fans (41 st s wtticted o Gos pamitngy swuacl by et Sinped. imangs
vty vic FIORE AT P3¢ 30 L 048 1Ot H)
EAUTION: Fodornl iw probibon dmpuemmy wshwet yrassrpess. IR/ 0738-10

CARTER GIOGAU LARORATOAILS IND
=%  Glendale, Ariroma 85101 B3 &

Seovile with Srovie Dragper om.
NOC €381.0724-10
NEOMYCIN AND POLYMYXIN B
SULFATES AND HYDROCORTISONE
OTIC SUSPENSION, USP

Each ml cantains: Pebymyrin § Sollate 10.000 Units, Messrycin
Sultete (wquiveiant ta 1.5 my. N bl My 10
mg. (1%}, Tmorusa) (a5 prosarvatrvn] 0.01% with Coryl Akcahol,
Propyions Giyeol. Polysorhate 30 i Water lar iyechen.
FOR OTHC USE ONLY.
SHAKE WELL PRIOK TD USE.

USUAL DOSE: Faur (4) drups in alfeciod sar. See packaps e
o it o STOREAT 1S . 0 C
59 . T8¢ F.

CAUTION: Fedarsl baw prohibi

. wi .
1085/0736-30

Glendale. Anrona B5303 US A

e_ CARTER-GLOGAU LABORATORIES, INC

Sterile with Stanie Dropper Wel
WDE 0381073610
NEOMYCIK AND POLYMYXIN B
SULFATES AND HYDROCORTISONE
OTIC SUSPENSION, USP

Each ml. conteing: Polymynin B Suifate 10,000 Umits. Neomrycn
Sottere | Hant to 3.5 mg. M 1), My 10
0. {1%). Thimerazal {as praservative) D.01% with Cotyl Abewhol,
Fropyiens Giycol, Petysorbans B0 in Water for iyecbon.

FOR OTIC USE DNLY.
SHAKE WELL PMOR TO USE
USUAL DOSE: Four [4) drops in aacied asr, Sen packags msan
1o indications, dosege, pracautions. stz. STORE AT 15V - I8 C
(590 - 780 F).
CAUTION: Fadarel liw probibits daprasing withest praccripion.
100%/0718-10

Glendale. Arizona B5301 US A

c_ CARTER-GLOGAU LABORATORIES, INC

Stonia with Siorse Dromper DS 134118 .
NEOMYCIN AND POLYMYXIN B SULFATES AND
HYDROCORTISONE DTIC SUSPENSICN, USP

Settme 10,000 Uaser. Nemwyes Suliyty {apsvaiont
15 my dnaswan boeIL Myuraaen 14 my (1) T G e L0115
Anyiol, (it Paswrirtots B o Wanr W Soviinel
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NEOMYCIN AND POLYMYXIN B SULFATES AND
HYDROCORTISONE OTIC SUSPENSION, USP

DESCRIFTION: Esch ml. contains: Polymyzin B SuMste
10,000 units, Neomycin Sullste (equivatent to 3.5 mg.
Neomyein base), Hydmcoﬂ:wm 10 mg. (1%). The vehicle
containg the inactrve mgredients Cetyl Alcohol, Propyiene
Giycol. Porysorbate 80 and Trimarosal 0.01% (as preser-
vahve) in Water for injection.

CLINICAL PHARHACOLOG'I" HYOI‘DOOHMM IM natu-
rally occurring o
anbpruritic and thninmmlmty lmmty

sibility of ototoxicity caused by Neomycin
Pﬂmnn m pﬂhr to warm the medication bc!ou using

against Q the above
body Iomporlmu in orger 10 avoic ioss of potency.
T 1t should not be d ior ionger than ten

days.

Allergic cross-reactions may occur which could prevant
the use of any or sl of the lououng sntibioucs for tha
treatment of tuture int yein, Pi yein,

Polymynin B is one of 2 group of closely releted subd-
SIANCES ProauCed DY vanous sraing of Baciiius poiymysre,
Hs activity is sharply nCted to tive bacteria,
inciuding many strsins of Puud'omom: mugmou

Naomycin, isolated from Streptomyces iradiae, has anti-
bactenal activity in witrg Against & wide range of grmme

yein, and ly G-
ADVERSE REACTIONS: Neomycin is 3 nol uncommon
cutaneous sensitizer. There are articles in the curment
literature that indiCate an increase in the prevaience of
to

negative and gram-positive argamemas, with et
against many streins of Proteus.

INDICATIONS AND USAGE: For the treatment of super-
ficial bactsrial infections of the external suditory canal

by to Ih. action of the anti-
Biotics, and for tha n of i ot
tomy and fenestration ] d by org Sus-

coptibie 1o the antibiotice,

ing and burning have besn reported when this drug
has gained access 10 the middie ear.

DOSAGE AND ADMINISTRATION: The external suditary
canal should be thoroughly cissnssd and dned with &
sterila cotton applicator,

For sduits, 4 drops of the auspensuon should be instilled
into the attecied ear 3 or 4 times daily. For infants ang
children, 3 drops am suggesiad becauss of the smaller

CONTRAINDICATIONS: This product is contraindi ]
in thoae individuais who have shown hypersensitivity to
any cuo’i ith COMPONENtS, And iNNATPAS BIMPHEX, vaccinia and
varicella.

WARNINGS: As with ofhar antibiotic preparabons, pro-
iongad trestmant may result in avergrowth of nonsuscep-
tibte orgemiems and fungi.

It the infection i3 not improved atter one week. Cultures
and susceptibility tesis shouid be repested to verify the
identity of the orgamam and (0 deerming whethar iherapy
should be changed.

When using Neomycin-containing products to controt
seconciary intechion in the Chronic CErMAtOses. such 8s
CHronic olitis axterns, it sNouid be Borne in MiING that the
sk n these conditions is more liable than is normal
xin 1o betome 1o many Ces, including

Tra of sens# 1 10 NeOmyoin
i3 usually & |1ow gracs regdening vn!n awslling, dry sculng
and tching: it may be manitest smply as & tailure to noal.
Dunng iong-term uss of NaOMy¢IN-CONBIAING Prod 1 its,
penodic sxaminanen 1or such signs is advisabie and the
patient should be toid 10 discontinue the product it they
are observed. Thess lympln'l'll r.orlll qunctly on with-

y of the sar canal.

The umnt should He with the affacted sar upward and
then the drops should be instilled. This positon should be
maintained for 5 minutes to facilitate penatranon of the
arops into the ear canal. Repeat. if necessary. tor the op-
posite sar.

It prelerred, & cotton wick may be inserted ko the canal
ard then the colton may be saturated with the solubion.
This wick should be Kept maist by aading funiher solution
svery lour hours. The wick should be repiaced i isastoncs
avery 24 hours.

The patrent should be instructed 1o avord ccnl.-mmllmg
the dropper with materisl from tha ear. fingers. or otner
source. This caution 19 necessary if the steniity of the
urops 18 to be preserved

SHAKE WELL PRIOR TO USE.

HOW SUPPLIED: Bottie of 10 mi. with sterile aroppar.
Store at 15 - 260 C (85% - TR* F).

CAUTION: Faderal law prohibits dispensing without pre-
scriplion,

drawing thae mecication, Neomy
hions shoutd t+ avorded tor that plll.m theresiter.

PRECAUTIONS M sanaibzation or ifritation occurs,
madication anculd be discontinued prompily.

This drug shauld Be ussd with card when the integnity of
the tympan memorans 15 1n Quesiion because of tha pos-

! Revissd: October 1935
Praduct No.; 073610

Mfd. by
Carnter-Glogau Laboratones. inc.
Glendale, Arizona 85301
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NEOMYCIN AND POLYMYXIN B SULFATES AND
HYDROCORTISONE OTIC SUSPENSION, USP

DESCRAIPTION: Each ml, contains: Polymyxin B Sultate
10,000 units. Neomycin Sullste {equivaient to 3.5 mg.
Necmycin base), Hyarocorisone 10 mg. {1%). The vehicle
containg the inactive ingradients Catyl Alcohol, Prapylens
Glyeol, Polysorpate B0 and Thimarosal 0.01% (as preser-
vativa) in Waler for Injection.

CLINICAL PHARMACOLQQY: Hydrocorusone. the natu-
rally occurring adranai corticostergid, atfords antiatiergic.
antipruritic and snti-intammatary activity,

Polymyxin B is one of a grout cf closely retated sub-
stances produced by various strans of Bacillus solymyxs.
Ms activity is sharply restricted {0 gram-nagative bacteria,
including many strans of Fseudomonas aeruginose.

Neomycin, isoiated lrom Straptomyces fradras. hag anti-
bacterial activity 1 vitrp against a wide range of gram-
negative and gram-positive organisms, with eXectiveness
agrinst many straing of Proteus

INDICATIONS AND USAGE: For 1he treztment of super-
ficial bacterial infections of the extarnal aucitory canal
caused by organisms syscaphbls fo the action of th
Diotics, and for the treatmant of infactions of ma
tomy and lenestration cavilies caused by organisms sus-
ceptible to the anubiohcs.

COMTRAINDICATIONS: This product is coniraindicated
in those individuals who have show1 hypersensitivity 10
any of ity components, and 1n herpes s "piex. vaccinia and
varicslla

WARNINGS: As with oiher antidiot.” oreparangns, pro-
longsd treatment may rasult in gvers: ~wth of ronsuacep-
tible organisms and fung.

I the infection is not improvad atter one weex. cultures
and susceptibility tests should be ~epeated to venfy the
identity of the grganism and ta date-runa whether tharapy
should be changed

When using Neomycin-containing products o control
secondary infection in the chronic dermatosas. such as
chromic atilis externa, it should be porne tn mnd thet the
skin n these conditions is more hable than 1a normal
sien to become sensttized to many substances. including
Neomyein. The mamtestation of sensitization to Neomycin
i5 usually & low grade reddening with sweiling. cry scaling
ang iching: it may be manilest ssmply as 3 failure ta haal.
Dunng long-lerm use of Neamycin-contmimng products.
periodic axamination for such igns s advisaoie and the
patient should be toid 10 disconhnue 1he produtt o thay
are pbserved. Thass symptoms regress quickly on with-
drawing the medication. Nesmycin-contaireng applica-
tona should be svoided for ‘hat patient thereafter.

PRECAUTIONS: If sensuzation or ienmlabon occurs.
madication should be digcortinued promplly

This drug should be used with care when the intagrity of
the tympanic membrane 1= i1 quetlon because af the pos-

sibility of ototoxicity caused by Neomycin,

Patients who prefer to warm the medication before using
shouid be cautioned against heating the solution above
body temparature, in order to avoid loss of potency.

Treatment should nol be continusd for longer than ten
days.

Aliergic cross-reactions may occur which could prevent
the use of any or all of the following antibictics for the
treatmant of future infections: Kanamycin, Paromomycin.
Streptomycin, ang possibly Gentamicin.

ADVERSE AEACTIONS: Neomycin i3 4 not uncommon
cutaneous senscizer. Thare are &rticles in the current
Iteraiure that incicite an increass in the prevalence of
parsons sansitive 19 Neomycin

Stinging and bu ring have been reported when this drug
nas gairiad Sccess to the middle ear.

DOSAGE AND ADMINISTRATION: The axternal auditory
canal shoulo be thoroughly cleansed and dned with a
storile cotton npplicator.

For adults. 4 rops of the suspengion should ba instilled
into the attec.ed sar 3 or 4 umas daily. For infants and
children, 3 dreps are suggested because of the smaller
capacity of the sar canal.

The patient should lie with the attected ear upward and
then the drops should be instilled This position should be
maintained for 5 minutes o facilitate penetration of the
drops into the sar canal. Repeat, it neceassary, for the op-
posite sar.

If pratarred, a cotion wick may ba inserfed into the cansl
and then tha cotton may ba saturated with the solution.
This wick should be kapt moist by adding further solution
avary four hours. The wick shoutd be replaced aleast once
avery 24 hours.

The patent should be insiructed to avoid conlaminating
the dropper with matanal from the ear, ftingers. or other
source. This caution s neceasary i1t the sterility of the
drops i9 10 be preserved

SHAKE WELL PRICR TO USE.

HOW SUPPLIED: Bottie of 10 mi with stenie dropper,
Store at 157 - 262 C {58° - 78° F)

CAUTION: Federnl isw prohibits dispensing without pre-
seripiion.

Literature Revisec: October 1985
Product No.: 0736-10
Mid by

Carter-Glogau Laboratories, Ing
Glendaie. Anzons 85301



é
z

Lot.

alecied awr Sag
procasiions. wic. JTORE AT 157 . IR CUI - W K
CAUTION: Fobursl ot probibins. inpomumg withont

Seontn with Saqmiy Urair ¢ KItATH- 10 (L1}
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Storide with Srle Dropper
MOC 0381.0738-10
NEOMYCIN AND POLYMYXIN 8

0al

SULFATES AND HYDROCORTISONE
OTIC SUSPENSION, USP

Esch mi. containa: Polymyzin B Soifata 10,000 Unitt. Neawrycin

v Hydrocarvsene 10
mg. (1K), Thimerosa {83 preservative) G.01% with Coryl Aleohal,
Propriens

Suttate (squivalem 12 3.5 mg. Neomyxin basa).

Biycol, Polysobate 30 in Water for injection.

FOR OTIC USE OMLY.

SRAKE WELL PRIOR 7O USE

Ilﬂ:l.ll. DOSE: Four {4) drops in affacted e, Sex package
foe indications. desage, pracautions. oic. STORE AT 15+ .

(590 - 784 F).

- CAUTION: Fodersl bow probibits fiapansing withent ;

Lot, Ne.

NEOMYCIN AND POLYMYXIN B SULFATES AND
HYDROCORTISONE OTIC SUSPENSION, USP

DESCAIPTION: Each mi. containg: Polymyxin B Sulfate
10.000 units, Neomycin Sultate {squivaient 1o 2.5 mg.
Nsomycin bass], Hydrocortisone 10 mg. (1%). The vehicle
contarns the inactive ingredients Cetyl Alcohol. Propylans
Giycol. Polysorbats B0 and Thimerosal 0.01% (as presar-
valive) in Water for Injaction,

CLINICAL PHARMACOLOGY: Hydrocorisone, tre natyu-
rally occurring adranal cort . attards Qi
antipruntic and ant-nllammatory activity

Polymyxin B is one ol a group of closely ralaied sub-
stances produced by vanous streins of Bacillus pcivmyxs.
Its activity is sharply rastricted 10 gram-ragalive bactena,
including many strains of Pseudomonas aruginosa.

Neomycin. isolated lrom Streptomyces fradise. ras anti-
bacterial aclivity in wiro aga:nst a wide rgnge ¢f gram-
negative and gram-positive organisms, with effectveness
AQAINST many strains of Prateus.

INDICATIONS AND USAGE: For the treaimant o! super-
ficial bacierial inlectrons of the external auditory canal
Caused by Orgarmsms susceptibie to the action of the anti-
biotics, and for the treatment of infections of mastodec-
lomy and fenestration cavities caused by Organams sus-
ceptible 10 1he antbiotics.

CONTRAINDICATIONS: Thia product is contraindicated
n those individumis who have shown hypersensitivity to
any of 118 components. and in herpes simalex, vacc:niaand
varicella.

WARNINGS: As with other antibiolic preparahons, pro-
longed treatmant may resuil in ovargrowth of nansuscep-
tible crganiams and fung:

It the infection 1s Not improved alter one week. cultures
and susceptibility lasts should be repeated 10 venty the
identity of the grganism ant {0 determine whather therapy
should be changed.

When using Neomycin-containtng preducts to conirol
secondary infechon in the chronic oesrmatoses. such as
Chronic otifis extérna. it should be borne in mind shat the
skin n thase conditions 1S more lable than 1s normasl
skin 10 become sensibzed to many substances. including
Neomycin. Tha # 1 of ¥ 16 Neomycin
I8 usuaily a low grade redosmng with swelling. dry scaling
and itching; it may be maritast amply as & fnilure ‘0 heal,
During long-term use of Neomycin-conlaning sroducts,
periogic axamination 1or auch 31gns is advisadie and the
patient should be 19ld 10 discontinue the product if they
are ooserved, These symptoms regeess quickly cn with-
drawing the medication. Neomycin-contaiming applica-
tions showd be avaided for that patient thereatftar

PRECAUTIONS: H sensitization of riahon occuis,
medicaon should be disconttnued promplly.

This drug should be used with care when the integrity of
the tympaniC Membrans is in question because of the pos-

sibllity of ototoxicity caused by Neomygin.

Patisnts who prefer to warm the medication belore using
should be cautioned against haating 1he solution sbove
body tamperature. in ordar 1o avoid loss of potency.

Trestmeant should not be continusd for longer than ten
oays.

Allergic cross-reactions may occur which could prevent
the usa of any or all of the fotlowing antibiotics for the
traatment of future infections: Kanamycin, Paromomygin,
Straptomycin, and possibly Gentamicin.

ADVERSE REACTIONS: Neomycin is & not uncemmon
cutansous sensitizer. There are articies in the current
literature that indicate an increass in the prevaience of
persons sensitive 10 Nsomyein,

Stinging ana burning have been reported whan this drug
has gained access to the middie ear.

DOSAGE AND ADMINISTRATION: The externs! aliditory
canal should be thoroughly cleanseg and dried with &
sterilé cotton applicator

For aduits. 4 drops of the suspension should be instilled
into the aifected ear 3 or 4 timea daily. For infants and
children, 3 drops are suggested because of the smaiier
capacity of tha ear cansi.

The patient should lie with the atfecied ear upward snd
then the drops should be instilled. Tha position shoutd be
maintained tor 5 minutes to faciitats penstration of the
drops into the ear canal. Repeal, if necessary, for the op-
ponite sar.

H preferred. & cotton wick may be insarted into the canal
and then the cotton may be satursted with the soiution,
This wick should be kept maist by aading further solution
svary four hours. The wick should be repiaced aieast once
every 24 hours

The patient should be instruciad 1o avold contaminating
the dropper with matartal lrom the sar, fingers, or othar
source. This caulron is necessary if the sterility of the
drops i3 0 be preserved

SHAKE WELL PRIOR TO USE.
HOW SUPPLIED: Bottie of 10 mi. with sterile dropper.
Store st 15° - 26° C (S9° - 78° F)

CAUTION: Federal law prohibits dispensing without pre-
weription.

Literature Aevised: QOctober 1985

Product No.: 0736-10
Mid. by

Carter-Glogau Laboratories, Inc.
Glendwmie, Anizona B5301
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CENTER FOR DRUG EVALUATION AND RESEARCH

Application Number 62-488

CHEMISTRY REVIEW(S)



Manufacturing and Controls Review
- Antibiotic Form 6 #62-488

Sterile Otic Suspension (Neomycin, Polymyxin B, Hydrocortisone)
Carter-Glogau Laboratories

Material Reviewed: Exhibit Sample testing results dated October 16, 1985
A-007 dated August 28, 1985

1. Exhibit Sample testing results - satisfactory. See HFN-178 memo dated
October 16, 1985.

2. Stability Data - satisfactory.
The applicant has submitted room temperature and accelerated stability
data from five batches of drug product (83L074, 83L075, 84J061, 84J062,

and 84L037) stored in the 10 ml market container for periods up to 1 year.

Assays are satisfactory.
Expiration Dating Period - 24 months,

Recommendation - the application can be approved.

e/
//wt '
John M. Singer

iy by Aphe
kﬁ pr’lkﬁ/&//&/



Manufacturing and Controls Review
Antibiotic Form 6 #62-488

Carter—Glogau Laboratories
Neomycin and Polymyxin B Sulfates and Hydrocortisone Otic Suspension, U.S.P.

Material Reviewed: Amendment dated November 4, 1985

F. ¥, ' to
l. Final Printed Labeling - satisfactory.-‘
Package Insert - satisfactory.

Container Label - satisfactory.
Carton Label - satisfactory.

Recommendation — the application can be approved.

John M, Singer



Manufacturing and Controls Review
#62-488

Sterile Otic Suspension (polymyxin B-neomycin-hydrocortisone)
Carter-Glogau Laboratories, Inc.

Material reviewed: Amendment dated October 15, 1984

Applicant's submission dated October 15, 1984, responds to our Tetter dated
October 4, 1984, :

1. Exhibit Sample testing results - unsatisfactory.
2. Stability data - satisfactory.

Recommendation - the application remains not approvable due to #1. Letter to

be sent to applicant.
S8

' John M. Singer



Manufacturing and Contfélé"ﬁﬁvfew' |

Antibiotic Form 6 #62-488

Date of Application: October 20, 1983
Date of Receipt: October 21, 1983

Applicant: Carter-Glogau Laboratories, Inc.
5160 West Bethany Home Road
Glendale, Arizona 85301

Product: Sterile Otic Suspension (Polymyxin B Squate-Neomyc1n Su1fate-
Hydrocortisone)

Product is eligible for marketing when it meets the specifications prescribed
by 21 CFR 444 .442g.



Page (s) Y

Contain Trade Secret,
Commercial/Confidential
~Information andhare not

releasable.



62-488
page b

Samples were not submitted with the application. Please submit
samples as required by 21 CFR 444.442g.

The package insert should be revised as follows:
A. Change "Action" to "Clinical Pharmacology".
B. Change "Indications" to “"Indications and Usage".
C. Add the National Drug Code to the "How Supplied" section,

The application did not contain the method used to sterilize the
container/closure system.

The application did not contain the method used to sterilize the
Nitrogen.

- /8

y -
John M. Singer

21

v



Manufacturing and Controls Review
' #62-488

Applicant has responded to our not approvable letter dated November 3, 1983.

1. Serial numbering system - satisfactory.
Stability Data - not available yet --unsatisfactory:

Samples - not submitted - unsatisfactory.

2

3

4, Labeling - satisfactory.

5. ‘Sterilization - satisfactory.
6

Nitrogen sterilization - satisfactory.

The application is not approvable at this time due to lack of adequate
stabiTity data and exhibit samples.

- -

v
/John f%;inger



Manufacturing and Controls Review
#62-488

Sterile Otic Suspension (polymyxin B-neomycin-hydrocortisone)
Carter-Glogau Laboratories, Inc. _

Material reviewed: Amendment dated October 15, 1984

Applicant's submission dated October 15, 1984, responds to our letter dated
October 4, 1984,

1. Exhibit Sample testing results - unsat1sfactory
2. ‘Stability data - satisfactory.

Recommendation - the application remains not approvable due to #1. Letter to

be sent to applicant.
VP
%
(/ /

John M. Singer



Manufacturing and Controls Review
#62-488

Sterile Otic Suspension (polymyxin B~neomycin-hydrocortisone)
Carter-Glogau Laboratories, Inc.

Material Reviewed: Amendment A-003 dated July 20, 1984

1.

Exhibit Sample testing results dated September 28, 1984

Stabjlity data - the applicant submitted data for 2 more batches (83L074,
83L075) stored at room temperature and at accelerated conditions for three
months in the market container. Although the three month results are
satisfactory, the applicant did not provide testing results at 1 and 2
months.

Exhibit sample testing results - unsatisfactory. Applicant submitted
"production batches" of only and ‘iters. The laboratory feels
that the small batch sizes do not meet the requirement to submit exhibit
samples from production (size) batches of the product. I concur with
their evaluation.

- Recommendation - the application remains not approvable. Letter to be bent to
firm which Tists the deficiencies.

p /8.

John M. Singer



CHEMISTRY REVIEW NOTES
SEPTEMBER 21, 1984

RE: Form 62-488
Poly B, Neo, HC Sterile Otic Susp.
Submitted by Carter-Glogau Labs.

Five exhibit samples comprising one bulk neomycin sulfate, one bulk polymyxin
B, and three dosage forms were received in support of this application. Bulk
neomycin sulfate is supplied by the : ©3); pqumyxin B
1

U .

p

The HPLC procedure refers to Snyder and Kirkland's Introduction to
Chromatography, 2nd Ed. p. 287 which in turn refers to a paper by Tymes.
However, the method differs somewhat from the one referenced, mainly in the
use of a

W.

These exhibit samples meet the specifications of paragraph 444.442g of the CFR.

Number of Analysis = 9
Estimated time = 16 hrs. ,

P
Michel Margosfs ;-

4 Ve
-— ":i' Research Chemist
Reviewed byw :r"
Thomas Alexgrder
Section Chief, CS

MM:stk
24154



M#
B771
8772
8773
8774

8775

(a) lim. 3,0 - 5.5

Table 1

Lot# Product
22099 neo
214-72  poly B
83K001 BUSP.
83L074 susp.
83L075 susp.

pH{a)
FDA Mfr.
- 6.45
- 6.06
4,62 4,53
4.74 4,61
4.75 4.60

LOD
FDA Mfr.
5.89 5.6
3.69 6.1

L'



Manufacturing and Controls Review
#62-488
Applicant has responded to our not approvable letter dated November 3, 1983.
1. Serial numbering system - satisfactory.
Stability Data - not available yet - unsétisfactory:

Samples - not submitted - unsatisfactory.

W N

. Labeling - satisfactory.
5. Sterilization - satisfactory.
6. Nitrogen sterilization - satisfactory.

The application is not approvable at this time due to lack of adequate
stability data and exhibit samples.

s IS/

John M, Singer

N e s oy L



Manufacturing and Controls Review

Antibiotic Form & #62-488

pate of Application: October 20, 1983
Date of Receipt: October 21, 1983

Applicant: Carter-Glogau Laboratories, Inc.
5160 West Bethany Home Road
Glendale, Arizona 85301

Product: Sterile Otic Suspension (Polymyxin B Sulfate-Neomycin Sulfate-
Hydrocortisone) )

Product is eligible for marketing when it meets fﬂéNQpecifications prescribed
by 21 CFR 444.442g.

1/2 Components/Composition:

STERILE OTIC SUSPENSION
(Polymyxin B-Neomycin-Hydrocortisone} -~ - -

is composed of the following ingredients:

Ingredient per nl per_batch
Polymyxin B Sulfate - 10,000 U

Neomycin Base | ' 3.5 mg

Hydrocortisone

Thimerosal

Cetyl Alcohol
Propylene Glycol
Polysorbate

later for Injection



62-488
page 2

-

3 Manufacturing Process:

-

-» .“.-.
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releasable.

KX C.



6 Labeling:
The- package insert should be revised as follows:
A. Change "Action" to "Clinical Pharmacology".
B. Change "Indications" to "Indications and Usage".
C. Add the National Drug Code toﬂiﬁe “How-Sﬁpp1ied" section.
Other Tabeling - satisfactory
7 The drug is Timited in its Tabeling and by this application to use under
the professional supervision of a practitioner Ticensed by law to

administer it.

8 Labeling/Advertising:

Applicant will comply with requirements.

9 Bioavailability: not applicable. 21 CFR 320.22(b)(2) exempts this
product since it is intended for Tocal therapeutic effect.

Conclusions: ~ the application is not approvable at this time due to the
following deficiencies:

1. The application describes the serial number system used for raw
materials, but, it does not show how these numbers are used in
subsequent plant operations.

2. The application did not include stability data. At a minimum, we
require data from three batches of product stored in their market
container under accelerated aging conditions (379C/75% R.H.) and at
room temperature for 90 days.



62-488
page 6

Sarples were not submitted with the application. Please submit
samples as required by 21 CFR 444.442g.

The package insert should be revised as follows:
A. Change "Action" to “Clinfcal Pharmacology".
B. Change "Indications" to "Indications and Usage".
C. Add the National Drug Code to the "How Supplied" section,

The application did not contain the method used to sterilize the
container/closure system,

The application did not contain the method used to sterilize the
Nitrogen.

, 18 , -

John M. Singer
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MICROBIOLOGICAL ASSAY REVIEW NOTES
APRIL 17, 1985

RE: Form 6, #62-488
Polymyxin B, Neomycin,
Hydrocortisone Otic Suspension
Submitted by Carter-Glogau
Laboratories, Inc.

This application was reviewed by Antimicrobial Drugs Branch in September,
1984, At that time three lots of exhibit samples were tested, but none of
them were of production size. There was also a lack of stability data
presented in the application. Carter-Glogau has now sent samples from three
production size ) batches. Certificates of analysis and quality
control specification reports were alsoc received for each batch.
Carter-Glogau states that samples from all three of these new batches will be
put into their stability program and results will be reported when available.
No new stability data are submitted at this time.

We assayed the exhibit samples for neomycin and polymyxin potencies according
to 21 CFR 444,442g, OQOur results follow:

M9104 (lot 84J061)

Neomycin - 3.5mg/ml Polymyxin - 10,000u/ml
Bottle Bottle
Average = 3,88mg/ml Average = 11;130u/m1
(110.9% of label) (111.3% of label)
Mfg = Mfg =
pH = 4.2

M9105 (lot 84J062)

Neomycin - 3.5mg/ml Polymyxin - 10,000u/ml

Bottle Bottle

Average = 4.03mg/ml Average = 11,030u/ml
(115.1X of label) (110.3% of label)

Mfg = Mfg =

pH = 4.3



-2
M9106 (lot 84L037)

Neomycin - 3.5mg/ml Polymyxin -~ 10,000u/ml
Bottle Bottle
Average = 4.02mg/ml Average = 11,010u/ml

(114.92% of label) : (110.1% of label)
Mfg = Mfg = '

PE = 4.3

-All three lots meet the potency requirements of 90-130X of label for each

antibiotic. Our results are alsoc close to those reported by the

manufacturer. _ cories assayed all three batches for
Carter-Glogau. The product is formulated to contain a 2xcess of neomycin
and a excess of polymyxin.

# of tests = 18
Time spent = 22 hours

%a‘.z)@

Peter A. Dionne
Microbiologist/ADB

- .
N .
Reviewed by V%éZE/A/ C{i (::}2i4417

Evel E. Lewis
Micyobiologsit/ADB

PAD:stk
2634A



MICROBIOLOGICAL ASSAY REVIEW NOTES
MAY 31, 1986 - -

BE: Form 6, #62-488
Sterile Otic Suspension (Polymyxin
B, Neomycin, Hydrocortisone)
Submitted by Carter—Glogau
Laboratories, Inc.

Carter Glogau's application for the subject otic suspension fully describes
"SOP's" for manufacturing, filling procedures,:packaging, container controls,
and sterile techniques. Mitrobiological assay procedures are not included,
although the application does contain abbreviated copies of the USP monographs
for the used in bulk antibiotics (not the finished dosage Form), and copies of
the monographs for both the hydrocortisone and the preservative used.

The applicant proposes to use its own laboratory as well as the services of
three contract laboratories to determine compliance of the otic suspension
with 21 CFR 444.442g. The contract facilities are:

3 months storage at both room temperature and accelerated aging conditions for
one exhibit batch. Data from the two additional exhibit batches will be
submitted after completion of the 3 month storage time. The stability
protocol specifies are accelerated storage temperature of 379C, but the
stability data show the storage temperature to be 40°C, The stability data
from the accelerated studies also raise questions as to the stability of the
product.

The neomycin shows a drop in potency from mitial assay to after 3
months storage, which equals a ' _ change, while the polymyxin assay shows
a drop from to or a - change. The 3 month potencies are at or .
approaching the ° 1inimum requirements. Carter-Glogau proposes a two year
initial expiry date with a projected &4 year shelf life dependent on future
stability studies.. .

Samples of otic suspension received were tested according to 21 CRR 444.442%.
The results are as follows:



(Lot# 83K001)%

(Lot# 83L074)

(Lot# 83L075)

* Stability batch

M8771 - Limits =
(Lot# 22099)

— e e

avg., & = /35mcg/mg
% Moisture =
Anhydrous =

Neomycin - 3.5mg/ml
(Limits = 90-1302)

. 4= 3,95mg/ml
(112.9% of label)

4 = 3.84mg/ul
(109.7% of label)

. b= 4 27wg/ml
{1222 of label)

anhydrous

: anhydrous

- B

Avg.

Mfg.

Avg,
Mfg.

Avg.

Mfg.

Polymyxin - 10,000u/ml
(Limits = 90-130%)

4 = 10,190u/ml
. (101,92 of label)

4 = 10,290u/ml
(102.9% of label)

4 = 10,510u/ml
(105.1% of label)

The neomycin bulk was tested according to 21 CFR 444,42, and the results



The polymyxin bulk was tested accordimg to 21 CFR 448.30, Results are:

M8772 - Limits = . ‘ﬁhydrous
(Lotf# R21472)

=
*

-

Avg. 4 = 807%mcg/mg
% Moisture =
Anhydrous =

*AMfg = anhydrous

o

** Applicants tests results.

Sample potencies are within the required limits and are satisfactory. Our
test results for the finished dosage form tend to bhe lower than those obtained
by the applicant, but the two results do not differ enough to be of great
concern, The applicant formulates with a . 2xcess for polymyxin and a
excess for neomycin. The polymyxin assay results are scme what on the low
side, but the results generally are reflective of the formulated percentages.

# of tests = 32-
# of hours = 40hrs.

Microbyologist /ADB

Reviewed by
Peter A, Dionne
Microbiologist/ADB

EEL:stk
22684



CHEMISTRY REVIEW NOTES
SEPTEMBER 21, 1984

RE: Form 62-488
Poly B, Neo, HC Sterile Otic Susp.
Submitted by Carter-Glogau Labs.

Number of Analysis = §

Estimated time = 16 hrs. //Jg
; ,/{ttar : Michel Margosis ;/
2, Research Chemist
Reviewed by-:z - .
T ey,

Thomas Alexagrder
Section Chiyef, CS

MM:stk
2415A



M#
8771
8772
8773
8774

8775

{a) lim. 3.0 - 5.5

Table 1

Lot# Product
22099 neo
214-72 poly B
83K001 8uUSp.
83L074 susp.
83L075 susp.

pH(a)
FDA Mfr.
_ "~ 6.45
- 6.06
4.62 4.53
4,74 4.61
4.75 4.60

LOD
FDA Mfr.
5.89 5.6
3.69 6.1



. MICROBIOLOGICAL ASSAY REVIEW NOTES

APRIL 17, 1985

RE: Form 6, #62-488
Polymyxin B, Neomycin,
Hydrocortisone Otic Suspension
Submitted by Carter-Glogau
‘Laboratories, Inc.

This application was reviewed by Antimicrobial Drugs Branch in September,
1984, At that time three lots of exhibit samples were tested, but none of
them were of production size. There was also a lack of stability data
presented in the application. Carter-Glogau has now sent samples from three
production size | iter) batches. Certificates of analysis and quality
control specification reports were also received for each batch.
Carter-Glogau states that samples from all three of these new batches will be
put into their stability program and results will be reported when available,
No new stability data are submitted at this time.

We assayed the exhibit samples for neomycin and polymyxin potencies according
to 21 CFR 444.442g. Our results follow:

M9104 (lot 84J061)

Neomycin - 3.5mg/ml Polymyxin - 10,000u/ml
Bottle : Bottle
Average = 3,88mg/ml Average = 11,130u/ml
(110.9% of label) (111.3% of label)
Mfg = Mfg = -,
pH = 4.2

M9105 (lot 84J062)

Neomycin -~ 3.5mg/ml Polymyxin ~ 10,000u/ml
Bottle Bottle
Average = 4,03mg/ml Average = ll;Oébu/ml
(115.1X of label) (110.3% of label)
Mfg = Mfg = ' %)

pH = 4.3



M9106 {(lot 84L037)

Neomycin - 3.5me/ml Polymyxin - 10,000u/ml
Bottle Bottle
Average = 4.02mg/ml : Average = 11;010u/m1
{114.9% of label) (110.1% of label)
Mfg = _ Mfg =
pH = 4.3

All three lots meet the potency requirements of 90-130% of label for each
antibiotic. Our results are also close to those reported by the

manufacturer. ) s assayed all three batches for
Carter-Glogau. The product is formulated to contain a excess of neomycin
and a excess of polymyxin.

# of tests = 18
Time spent = 22 hours

- .
Peter A.Djanne
_ M ) Microbiologist/ADB
J - :
Reviewed by , AA~T

Evelyh E. Lewis
Micyobiologsit/ADB

PAD:stk
2634A



MICROBIOLOGICAL ASSAY REVIEW NOTES
MAY 31, 1984

RE: Form 6, #62-488
Sterile Otic Suspension (Polymyxin
B, Neomycin, Hydrocortisone)
_ Submitted by Carter-Glogau
Laboratories, Inc.

Carter Glogau's application for the subject otic suspension fully describes
"SOP's" for manufacturing, filling procedures, packaging, container controls,
and sterile techniques. - Microbiological assay procedures are not included,
although the application does contain abbreviated copies of the USP monographs
for the used in bulk antibiotics (not the finished dosage Form), and copies of
the monographs for both the hydrocortisone and the preservative used.

The applicant proposes to use its own laboratory as well as the services of
three contract laboratories to determine compliance of the otic suspension
with 21 CFR 444,442g. The contract facilities are: .
The potency a2ssays for the exhibit samples
were done by Detailed descriptions of the
personnel and facilities of each laboratory are included in the submission.

The applicant submits a detailed stability protocol, and has included data for
3 months storage at both room temperature and accelerated aging conditions for
one exhibit batch., Data from the two additional exhibit batches will be
submitted after completion of the 3 month storage time. The stability
protocol specifies are accolerated storage temperature of 37°C, but the
stability data show the siorage temperature to be 40°C. The stability data
from the accelerated studies also raise questions as to the stability of the
product.

The neomycin shows a drop in potency from initial assay to after 3
months storage, which equals a - change, while the polymyxin assay shows
a drop from © to ’xr a - change, The 3 month potencies are at or
approaching the linimum requirements. Carter-Glogau proposes a two year
initial expiry date with a projected 4 year shelf life dependent on future
stability studies.

Samples of otic suspension received were tested according to 21 CRR 444 ,442¢g,
The results are as follows:

.



Neomycin - 3, 5mg/ml
(Limits = 90-130%)
M7773
(Lot# 83K001)*

1
I )
4 = 3,95mg/ml

(112,92 of label)

Avg.

Mfg, =

M7774 o
(Lot# 83L074)

Avg. 4 = B:Qng/ml
(109.7% of label)

M7775
(Lot# 83L075)

Avg. 4= 4,27mg/ml
‘ (122% of label)
Mfg. =

* Stability batch

Avg.

Mfg.

Avg.

Mfg,

Polymyxin - 10,000u/ml
(Limits = 90~130%)

4 = 10,190u/ml
(101.9% of label)
= R |

4 = 10,290u/ml
(102.9% of label)

-y

10, 510u/ml
(105.1% of label)

o
0

The neomycin bulk was tested according to 21 CFR 444.42, and the results

follow:

M8771 - Limits = NLT
(Lot# 22099)

ahydrous

T

Avg. 4 = 735mcg/mg
%Z Moisture = 5,87
Anhydrous = 78lmcg/mg

*iMfg = anhyd rous



The polymyxin bulk was tested according to 21 CFR 448,30, Results are:

M8772 - Limits = NLT : , anhydrous
(Lot# R21472)

Avg. & = 807%9mcg/mg
% Moisture =
Anhydrous =

*kMfg = anhydrous

** Applicants tests results,

Sample potencles are within the required limits and are satisfactory. Our
test results for the finished dosage form tend to be lower than those obtained
by the applicant, but the two results do not differ enough to be of great
concern, The applicant formulates with a :xcess for polymyxin and a
excess for neomycin. The polymyxin assay results are some what on the low
side, but the results generally are reflective of the formulated percentages,

# of tests = 32
# of hours = 40hrs,

Evelyn E/ Lewis
Microbjologist/ADB

Peter A, Dionne .
Microbiologist/ADB

Reviewed by_

EEL:stk
2268A
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE FO | et
PUBLIC HEALTH SERVICE iy 37.’“,”36
FOODOD AND pDRUG ADMINISTRATIDN
ANTIBIOTIC APPLICATION

~TANT: No bal:huof.ﬁliibiolic Drugt ma

Administration [21 CFR, Parts 430

¥ be certified or released unless this form, Antibiotic Application, Form FD 1675, has becn

through 460L

fied with the Food and pru;
Check

APPLICABLE PROCEDURES s one FOOD AND DRUG ADMINISTRATION USE ONLY
- — — DATE APFROVED ACCOUNT NO.
, § raquest under 431.17 e provide for certification of 3
antibiotic of antibiotic-coataining product. n -

initi IGNED

mpany of p-nnd_- every initial requesl. u_ndu ~
: ?‘:.::r:?ﬁ.c:‘l?onpof T aatbiotic drug covesed by existing - b .. .} i
Jations, Section i - e
+ § amendment, Regulation Section ——————° If known. .{For the Commissioner of Food and Drugs

Food and-Drug Administration
&. Regulstion Secﬁo;n CFR 444. 442g X Depariment of Health, Education, and Welfare

n &, Re S

AE OF APPLICANT {Lass, Fist, M1}

DATE OF APPLICATION

~ARTER-GLOGAU LABORATORIES, INC - october 20. 1983
) NY HOME ROAD

: [ Ctry, Stare, ZIP Code) 5160 W. BETHA

DRESS {Number, Sireek ) GLENDALE, AZ 85301

I
ME OF DRUG

Sterile Otic Suspension (Polymyxin B-Neomycin-Hydrocortisone)

mmissioner )
od snd Drug Adminisiralsom
=ariment of Health, Education, aad Welfare

yckville, Maryland 20852

Lention: Certifisble Drug Review, Stalf (HFD-535)

guintions promulzoted under Section 507 of 4he

d e with 18
:.?r,:;:; Drug, and Coamethc AcCt, 35 amended, ws hoicby submilt thls
e : satibiotic product.

plication with respect 10 &8

in triphcats {excopt for the information required’
gh () which s submitied In aingis copy) and
top are the following:

Atiached hereto,
ndei lem % (a) theonw
onstituting s part of this sp

1. A full list of the arficles zmod a5 components of the drug. This list
hould Include sll substances wmad 0 the Termenuation, anytheuls, sximac-
,on, purification or other method of prepuat.lnn of any antiblotic and in
he prepasation of the finished doszge Sorm, ‘regardiess af whather they
,ndergo any change of AFC rumoved in the process. Each substance ahould
e lduntified by iU established name, I any, or compiste chamical nems,
al formulss whes asceusary for apecific Idontification. If any
s uscd a5 3 component, the propriclary nams
omplete quantitative siatcment of compaosition.
axy listed subsiance may be specifisd.

sslng structur
roprietary preparation
hould be followed by 8 €
Rexsonable alternatives for

2. A full statcment of the composiion of tho drug. The statement shall
s=t forth the name and smomal of each ingredient, whetber aclive of not,
coniained in a sisted guantity of tbe drug in the form in which it is 10 be
distrlbuted, ss for sxsmple, amount pef 1ablel or por millimeter, and a
bsich formuls upuunuﬁwd that 10 be employed for the manufeciure
of the finished doiage form. Al components should e included in the
batch formulas regardles of whether they appear in the finished product.
Any calculaiad excess of amimgredient over the jabel declanation sthould be
designated as such apd percent excens shown. Reaonable variations may be

specifieds

3. A completo description of the mothods and proceiscs used in
manufacturing, packiag aad Labeling of the drug 1o proscave Its identity,
strength, quality, and punty I conformity with good panufartuning
prtices including: .

{a) Name and location of each plant conducting the uperativis.

(b} Whether of not ctach lot of raw materials is given 2 acrial number
to identify It, and the usy mads of such numbers in swbiecquent
plant operations. :

{c} Procautions to aszure proper idantity, sirength, quality, and

purity of the raw materisli, whather active or not, including the
specifications for acceptanca sad mathods of testing for each lut
of raw matsris] usad in the fermentation, synthesiz, extractiun,
and purification of the drug sad for each ingredient waed In e
manufacture of the drug 1hat is 10 be dispensed.

{g) M itian dria; produced by fsrmentstion:
{l) Sourcs and typs of micioorgsnlsm used 10 producs the drvg.
I
fu) Compotition of madia used to produce the drug.

fii} Type of precumor usad, i sny, 10 guide w eshance
pruductiun of Uhe snitlbiutic during ferimenistiva

{iv) Name snd cumpoaliiva of prescrvative, Il any, uvwed in the
broth,

. {v) A complele desctiption of the extraction and purification
processat including the names and cumpositions of he
solvents, precipitanus, joo exchange resins, demulsificrs, and
all other agents used.

i) i the drug i produced by a catalytic hydrugenersuon
process, (ruch ar seirucycline from chlvriesacycline}, »
complete Jdescription of the prucesn, induding the namc uf
the catalys! used, how il is removed, and how the drug i
extracied and purified. .

FD FORM 1675 {10/78)



is a arvg that & tynthesiud by ghemical procsssas, s

t
,l:cl‘lﬂ'd Jescription of esth chemical rusclion with graphic
formulas used 1o produce ths drug. including the names and

amounts of sl) substances used in 1he proceii-

he manufacrurcr of the

TE: If the applicant i not &
f:gblotic afucd' In making the drug, in liew of the Informarion
required in 3{a) shrough 3(e) he shouid include the -namg and

address of the manufacturer.} -

f 3 f the masier formuls records and
thad of prepantion © .
4 ::!ividual batch records and manne? in which these secords are

used.

(x) Number of individusls checking weight or volume of each
individus) ingredient eniering into each batch of the drug-

not the total weight of volume of esch batch is
determined al any stage of he manufacturing process subse-
quent to making up the ‘baich according te the formula card, and
at what siage and by whom this is done.

{h) Whether of

fi) At ‘ehiat point in the process the dru-g_is"mixod homogeneously.

sry i kilograms, gallons, &F titers of
toial capscity 18 terms of pounds, |
the drug and the maximum quantity of the drug that s mixedin

and a description of the equipment used for this purpose PrY ETTES

{d) Copics of all printed forms wed by the applicant In ihe
Isborstocy contrul of raw ingredients and the finished Latch.

{e} A complele descriplion of the faburstory facilities used in such
controls, including: N

{i) Tha location of the laborstary in relation to the plant whu-'r-"

the drug is manufactured,

). A description of the laboarstory equipment available for
performing tests and aszays, ané

(izj- The name of the penons who will be responsible for
conducting the required laborsiory tesus and informatios
concerning their scientific 1raining and expenence.

{f} If ths applicant uses the services of 8 consulting jaborstory, the
pame and sddsess of such labontory and » ctaiement from such
laborstory ibat includes the information required under a(s).

(b), and (=)

“(g) M-ﬂp}-mﬁmi’_}he}exm significance of any batch numbers
used in the manufacturing, processing, packaging. and labeling of
the drug, Incduding suth control aumbers that may sppeas on the
Jabal of the lniched wrticie-Siats whather these numbers enable

determination of the complete manufscturing history of the

such equipment-

A description, where applicable, of all equipment used in the
{ermentation, snythesis, extraction, purification, filgation, sten-
Lizing, ginding, blending, mixing, 1sblelnt, encapsulsting,
filling. packapnk, and labeling of the drug.

i

(kJIf s sterlic drug. » description of the methods used 10 insurs

the sterility of esch batch =nd the controls used for maintalning

its sterliity. jncluding a detailed description of the slerlle nrEns
where the drug is produced and packaged.

) Additional procsdures cmployed which are designed 10 axclude
contaminants {e.3-. ather drig subslances, extraneoud maoterials,
cic.) and otherwiss assure proper contzol o! the product.

{m) Adequale information wijth respect to the chan:u_risﬁu of and
the test mcthods employsd for the container, cosurs, of other
componant pars of the drug container to lnsure thelr suitabllity

for ths iniendod uss. .

{n) Controls used in the packaging and 1sbeling of sach batch 10

insure the standards of jdsntily, sirength, quality and purlty of
the Arug. )

{o) Precautions 1o check the tots] nurmber of fm'ul.ped packages
produced {rom s batch of the drug with the thearstical yisid.

{p} Precautions 10 insurc that each lot of the drug is packaged with
the proper jabel and labeling, including provisions for labellng,
storage, and inveniory control.

.{q)Cnpics of al printed forms used by the applicant in tbe
manufscture, packaging. and labeling of 3 batch. -

{r) ‘The namse of each peron respunsible for sach of the above
operstions and information conceming his scisntlfic training and

sapericace.

4. A complete description of the fests and methods of anay and other-
controls used during the manufacture of the batch and afteritis packaged.

analytical procedures for all sctive inpredients The
procedures should be capable of determining the
the identity of such com-

{a} Details of
analytical
sctlive compeonenls snd of assuring
ponents.

{b} Standards used for a:c:pun:c-ol' cach lot of the finithed drug.

{c] A detailed description of the coliecton of the sampler to be
1ested by the applicant xnd by the Food and Drug Administra-
tion.

product. Describe any mathods used to permit determination of
the distribution of any bateh If its secall is required.

fh) A complets damscription ef. and dats derived from, stabllity
studies of the potency and physical charartmint® T
including informstion showiny the suitability of the sumyiicul
methods wssd. Lescribe anYy sdditional stablity studies under-
way ar contsmpiated. Siabllity daia thould be submitted for sny
new sntiblotle, for the finished dosage form of the drug in the
container including 8 multiple-dose contsiner in which 111 10 be
marketed, and If it s to be pul into solution at the tims of
dispenaing, for the solution prepared a5 direcisd.

i) The oxpirstion date needed 10 preserve the ldentity,
quality, and purity of the drug untll it is ussd.

s. The following samples shall be gibmitted with the application or s
soon thereafter as they become avallable:

fa) it It iz s new antlblotic: 10 grams of the spplicant’s reference
standard #f an officisl standard has not been designated, plus $
grams from sach of thrse separsie batcher include for any
reference standsrd & complate description of 115 preparation and
the resulus of all lsborsiory tesus on ii. If the test meihods
differsd from those describad in ths spplication, full detalls of
the methods employsd in obtaining the saportsd resulis shall be
submitted. ) -

{b) If 3 is & dosage form: 6 immediats containen {or 30 tabless or
capsules) from each of thrae separsts batches, excepl thatif it s
a sterile drug 30 containers shall b submitted from each of three

.- batches.

{c} Includs for samples submittsd punusnl 1o iterns 5(a) or 5(b)
detalled sesulis of ail laboratory 1asts mads 10 deiermine the

jdentity, sirengih, quallty and puzity of the baich represenisd by
the sample.

v °
{d) Additiona] samples aball be submitied on request.

{¢) The requirements of hems 5(a) or 5(b) may be waived in whole
ar in part oo reguest of the applicant, or otherwise, when any
such samples ars nol Becssiary.

6. Each copy of the application ghall contaio a copy of each label and
a]]othahbd'mgmbeuwdlonhedmg, )

{a) Ench label, or other Labeling, should be cleacly identificd o
i posltion on, of the manner In which
market package. -

-
it accompanies, the

surer



&) The labeling-on of within the reiall puckage shn:ld_ ].l:‘:h:::

ol doqusie directions for wae by the layman unoes e
. :ll'on: for which the drug is intonded for lay usc, Of

B commended, ©r suggosiod in any labeling of

P;e::;l'b_ed; .';' nsored by or on behall of the applicant and
sdvertisin

directed 10 Jaymen. . .. -

imited § i o ute under the professional

fe) i the dm‘ k(h..m:::::.:::::i;::e:l by law 1o sdminister It, Jts

“P“.'vmo:ould I::elr isformation for use under wpich wc.h

hbghn_g o cap usc tbe drug for the purpose for which It s

?nm“:ngzldudin; ol the purposes for which it s to be
::‘::::g:s or upmcnlgd.in sccord with 201.100 or 201.1 0Ss.

ed pame crists for a new antibiotic, the appli-

)1 no establich ry name for use as the

cstion shall propose R nonpropricts
established name for the subsance.

i ft 1abeling copy may be submitted for
fel Ty%!g:;:;ﬂc:fm?;h;:: of an spplication. An application will
:::t be approved priar 1o be suhmi.ui?n of the final p:inte:;:;l
and labeling of the dmug. No applicahon_mly be lpprou’. ol
labeling is false or mileading in any particular. {If'ﬂ_‘w arric b:
prescription drug, copics of proposed -sdvernnng may
nrbmirted op tionally for comment oF approvall.

-Su:c whether-the dnug k& for s not} limited in its labeling a..n.d by
;pplicnian 10 use undes the profexsional supervision of a practilioner
sed by law to administer it

..-It is undesstood that the labeling, and advertising for the antibiotic

will prescribe, secommend, o suggest il.l use _on!y under the
{itjons stated in the labeling which is part of this lpphnhon;’and iIf the
je i a prescription drug. #t & undersicod thst any l-abehn; which
lshex or pusporis 0 fumah information for use or which prescribes,
mmeands, or suggests s dosage for use of the drug u:ill nlso_cor'mln
tantiially the same information for is lLze, including lndnul:fm';,
cts, dosages, routes, methods, and frequency md durstion of adminis-
Icml any relovent hazsrds, contralndications, ndel eﬂ'e:.ts, and pre-

:r;;. contained in the labeling which is p:.r_t of this application. It Is
-*g1o0d “that all representstions in this application apply to the drug
.0d untll an smendmani pmﬂ_ding for » change is approved by the

. and Drug Admlnistration.

g. Full reports lof investifations that have been made to show whethq
yot.the drug is safe far use and eflicacious in uss,

I this is & Form B applicnion sibmit one copy of (a) through {f}
balow ’

{a) An spplication maey be found unsaticfactory unless it contains
full reports of adequsis lesls by all methods remsonably
applicable to show whether or not the drug L safe and sffoctive
for use a3 suggesied in the proposed labeling and includes all the

following:

{1} Detalled reports of ths proclinical Investigations, including
studics made on Isbaratory animals, in which the methods
used and the results oblained are deasly set forth. Such
information should indude identlfication of the person who
conductod esch invostigation, s sistement of whors ths
inveslgatlions warm conductod, and wh‘no the underying data
are svailable for inspection. Tho animal siudics may not be
conaldarod adoquate unloss they give proper attentlon 1o the
conditlons of use recommended in the proposed labeling for
the drug such a3, fos exsmple, whether Lhe drug is for short -
or long - ierm adminktration or whether it is 10 bo used in
infants, children, pregnant women, oF prememopausal
womeh. .

{t) Reporis of sl clinical tests sponsored by the applicant or
roceived or othcrwea obtsined by the applicsni should be
atiached. Thoe rports should include sdequate information
concerning cach subject beatedwith the drug or employed as
a control, including sge, scx,” conditions treated, dosagr,
fricquency of admmnmuation of the drug, retulis of all
relevant clinical observations and laborstory ¢xaminations

maag, Jul INJOHINEOWY CLNLL IRy wil) M Mewbloinite giv¥ean
previoutly of concurrently, and s full siatement of adverse
ofiocis and usoful results olacrved, topother wilh an upinion
a5 1o whothor such sffect or rosults sre atizibuluble 1o the
drug wnder invesiigalion and a stasicmont of where the
underlying dats are svailable for inspoction. Ordinasily, the
reports of clinical studies will not bo reparded as adequale
unlesz they include reports from more than vne indcpendent,
competent invesligator who mainioin sdcyunis casc hislories
of an adequale number of subjecu, designed to recurd
obkervations and permlit evalustion of any and all ducernible
effects attribulable to the drug in cach individual tcated and
companable records on any individuali employed ns controls.
Eacept when the Giscate for which the drug is beiny tested
occurs with such infregueacy in the United States as 10 make
lesting impractical, some of the investigstioms zhould be
performed by competent investigators within the United
States. ~ ~

{ii} ANy information pertinent 10 af evaluation of the wafety and
officacy of the drug seceived or otherwise Obtained by the
applicant from any sowrce, including informsiion derived

- from other Investigastions or commercial marketing (for
example; outtide the United Siates), of reports in the
scientlfic literature, involving the drug that is the subjcct of
the application or pertinent information sbout uny scicvanily
related drug. An adequate summary may be acceplable in Liew
of s reprint of a published article which only supports other
dats submitied, Incdude any evalustion of the safely or
eflicacy of the drug that has been made by the applicant’s
medical department, expert commiliee, OF consulianis,

fiv) ) the drug is s combination of Ppiuvivue,y sees v,
marxeted drugs an adequate summary of pre-exisiing infor-
matlon from preclinical and clinical investigation and cxperi-
ence with It components, including all reporis seceived wr
otherwise obualned by the applicant sugpesting side effecw,
contraindications, snd ineffectivenest in we of such com-
ponents, Such summary should include an adequate biblio-
gaphy of publications about the componenu and may
incorporsts by reference information concerning such com-
ponents previously submltied by the applicant to the Foud
and Drug Administration. :

(b} An application may be found ursatlsfaciory unlegs it includes
substantial evidence corsliting of adequate and wel-controlled
Investigations, inciuding clinlcal investigations, by experts quali-
fied by scientific training and experience to ovaluate the efficacy
of the drug involved, on the basis of which It could falrly and
responsibly bs concluded by such experis that the diug will have
the offsct 1t purpors or b represented 1o havo under the
conditlons of use prescribed, recommended, or suggetied in the
proposed laboling.

{c) The complete composition andfor method of manufsciure of the
drug used In each submitied seport of vesligation should ,be
shown to the sxtent neceimsary 10 sitablith its hientlly, steength,
quality, and purity If it differs from the description in llem 1, 2,

3 or 4 of the application In any way that would biax an
evalustion of the report.

{u} An application shall include a complule Lst of the names snd
poat offics addressos ol all Investigsion whou reccived the Jdrug.

fe) The informstion required by 9{s) through 9(d) may Le incor-
porsiad in whole or In part by apecilic sefarence 1o infurmation
smbmilted under the provision of §312.1.

{r) Explain any omicion of reports from any investigator to whom
the investipetionsl drug bas been made available, The un-
explained omission of any reports of invesligations made with
the drug by the applicant, of submitled 1o him by an
investizgstor, or (he uneiplained uvmiaion of sny pertinent
reporis of Investigstiors or cdinical sapetience reccived wr
otherwise obtained by the applicant from published literature or
other aources, that would biss an evulustion of the safely of the

drug or il efficacy in uee constitules grounds fur finding the
application unsatisfactory,

——



{c)V1 Ahis i & Form € spplcauon, in heu of the information
sequired in 9(a) through o(f) it should includs data nd-qu.nu.l.o
demonsuate that the drug is comparable to the drug for which

certification has previously beon provided.
p.1f this is an amendmeal, full infoomation on ud:.p:qpond change
wning asy statcment made in the approved application. Aftet sn
ation b approved, an amendment INAY Proposc dn.n;e_l. _An
ndment should be submitied for anYy change beyond the varialions

r\ .

PIOVIOEL duh s rex Sre T Tt
statements made in the approved spplication conceming which no changcn
proposed. Any malling of promotional piecy vied sfter the drug is placed
on ths markset s labeling requiring an amendment. An smendment should
be submitied for proposed changes ia Jabating. I a changs is made in the
componenis, composition, manufscturing methods, facilities or conwurals,
or in the labeling o7 advertising from the representations in an approved
application and the drug s marketsd before an amendment s approved for
such change, certification of the drug may be suspendad. oy

—
-

'ICARTER-GI@'G'A‘U' LABORATORIES, INC

' VYery truly yours,
- . -_#/:' A /d‘,H
v W}Iu [ S VI S /
Per Samuel!M. Fainberg, Ph. D. .
- Directér, Technical and Regulatory Affairs
_ {Indicate Authority)

signed by the applicant or by an
‘horized atiorney, sgenl, @ official. 1f the spplicant or such
thorized represenistive does pot reside or have s place of buliness
thin the United States, the application must also furnith the nams
d post office address of and must be couniersigned by an
thorized sttorney, agent, of official residing or maintaining 2
co uf businexs within the Unltod Siates. Tho data specifiod under
. goveral numbered headings thould be on scparate sheeta of sats
ehepis, suitably jdentified. Tho sample of the drug, ) sent under

is application must be

separate cover, should be sddreusd to the silention of the Nativnal
Canier for Antblotic Analysis and ldenuficd on the outside of the
shipping package with ths name of the applicant and the pame of
the drug as shown on ths application. All applications and
corraspondence should bs submitied In wripilcals sxcepl dor the
information requirsd uader ltem B{a) through (f} which should be
swbmitisd =s 8 slnpls copy anachsd 10 the originsl copy of the
application,
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Date

From
Subject

To

DEPARTMENT OF HEALTH & HUMAN SERVICES Public Heaith Service

Memorandum

' October 16, 1985

Chief, Antimicrobial Drugs Branch (HFN-178)

Form 62-488; Polymyxin B Sulfate/Neamycin Sulfate/
Hydrocortisone Otic Suspension; Carter-Glogau Laboratories, Inc,

John M. Singer (HFN-235)

ADB's review of this application _on -September 28, 1984 concluded that it
was "incomplete due to its lack of stability data nor does it meet the
requirement to submit exhibit samples from production (size) batches of
the product®. This submission in support of the application only removes
the latter deficiency. The three exhibit samples-of production sized

datches meet the CFR requirements for necmycin and polymyxin. The
attached Microbiological Assay Review Notes contain the analytical data
and also show their fairly good agreement with the applicant's data.

The application is still incomplete since-there -are no stability data
submitted. : ,

. /e / T—
e’ Vi Lﬂ.’ —
Josepn H. Graham, Ph.D.

2847a
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Date

From
Subject

To

-/U‘C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Heaith Service

Memorandum

* September 28, 1984

Chief
Antimicrobial Drugs Branch (HFN-178)

Form 62-488; Polymyxin B-Neomycin-Hydrocortisone Sterile Otic Suspension;
Carter-Glogau Labs., Inc.

John M. Singer (HFN-235)

This application lists the components of the drug and indicates specifications
and test procedures for them. The sources of the active components are
indicated. The master formula card indicates that the product is to be

Three exhibit batches, ore sample each of bulk polymyxin and neomycin and
certificates of analysi: were received in ADB with this application. The
assay data on these sampies were obtained by . The
data sheets indicate that none of the exhibit batches | .) was of the
production batch size :s shown on the master formula card. ADB assayed the
antibiotic components by the official microbiological procedures; we did not
per form the assay for the hydrocortisone content however the attached
Chemistry Review Notes do comment on it. The applicant's data are all higher
than ADB's but both sets of polym,xin results are lower than what might have
been anticipated from its :xc#8s5 in the formulationm. “i

A suitable stability testing protocol is included in the application that
calls for ambient and 40°C studies on production batches of the product.
Data are reported cn only one batch, 83K001 (M7773) which is hardly a
production batch being only in size. After three months storage at
room temperature, the neomycin content had dropped from an initial level of
This latter value compares well with cur value of

obtained approximately 7 months post manufacture. Storage for three months at’
40°C resulted in a drop to ‘or the neomycin and a drop from to

Zor the polymyx:n. These data suggest that if the theoretical
formulation this batch is being met, the production losses are considerable



and that 24 month expiry dating for this product is dubious, The small size
of this batch may have contributed to the poor performance of this product.
Additional studies are said to be in progress on other batches of this product.

At this point we judge this application to be incomplete due to its lack of
adequate stability data nor does it meet the requirement to submit exhibit
samples from production (size) batches of the product.

Additional stability data on production batches should be requested and
reviewed before further consideration of this application is made.

Q/ﬁo_se;_h _n./_§r{hm, Ph.D. B

Attachments

JHG:stk
2422A



ﬂ'- DEPARTMENT OF HEALTH & - _ AN SERVICES
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fn ity

- | Memorandum
4 19 :Manufacturing Review Branch (HFN-322) DATE: s qust 6. 1984
Divisiee of Drug Quality Compliarce ugu ’
FROM :Divisiom of Generic Drugs (HFN-235), .
Requester's Name JOnn WM. 5Thge ;i, -y 443-4340
%4
SUBJECT: ESTABLISHMENT EVALDATION REQUEST
NDA, ANDA, AND SUPPLEMENT NUMBER(62-488 J)and 62-520
DRUG TRADE MARK (1if any) Sterile Otic suspension/Kanamycin Sulfate
- DRCG NONPROPRIETARY NaME:  Polymyxin B Neomycin Hydrocortisone
i 20SAZE FORM AND STRENGTH(S): Otic Suspension/Injection 1 gm/3 ml
DRUG CLACIIFIZATION- PROFILE CLASS CoOE:
. {.“"i-:'v.‘.L,._ Acr3 . S _____0ther LID and Sy»
Q?PL“. 'r"_':- \,1*-#"‘ Iﬂ ff"']qqa\; L-!n'. -:H- -'&":_ ___.l'.c ——
Fhaak Loadot ]G0 ! orha g onhA 1y R .-.h... 3 pdala. -'\':-i:gf‘- a4 “3]
CACTT TR T R L ALTRTTD e Fall TAdreay, [MTE Ot LY. and esmonzini i
_ ar __"‘__':‘;l San ! I‘ l"a l: |l:°_“_;_nc e
Shed legr -:\"Lr‘r”\f ome RoAn P
bignaate, Arizera 530 ="
o fT o Appet, 90 Jyly 9 1984 Ala-t List, and ic the suhiject oF ! fay 16, 1994
menoranduy trom Timas S, Bozza
coments: ( ) See Attached,
( ) Actual on-site inspection requested. ,
i
Rearson:
-!i-iIl!!l!iilll!!!llllili'!!li!lﬂ!l!ll!!l!illlli!l!lllll!lﬁt‘llll!l!llil!ill!ll!i'ﬂ
FOR HFN-232zZ USE ONLY: )
fequest Rec'd: Inapecticn Requestead: /
. -f‘ ap,l;cﬂble) / /ﬁ
hqm-m are in Cempl:, ~-3Nnq? Wita JMPa: ’L/ 1. ’\"’1 73 /= / .,/ 9
Bsris for Deciz_on: Fr— _\4"} ~ Ry o 7 et % ,“7""’:’4'(‘ P
Tatde..ng €30 LT o SRR s - ;o . ayl
N R Tt
e ZEm ;
S
e M, ';:74 lr H

e R I A e o P . - . . : s r e ma R S Tl TYE mmeam . e . e m—— ..



YT

h -/@ DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

“
Hrngsy

!/_
' Date  April 12, 1984

Memorandum

From Chemist, HFN-535
Subject Form 6 #62-488 - Sterile Otic Suspension (Polymyxin B, Neomycin,
Hydrocortisone)

To Director, Anti-Microbial Drug Branch, HFN-416

Carter-Glogau Laboratories, Inc. has submitted a Form 6 appliication for
- Sterile Otic Suspension, Please perform the required compendial tests.

The following are being forwarded with this memo:
1.  Triplicate copy of the application.
2. Samples with-Certificates of Analysis for three batches.

If there are any questions, I may be reached at 443-4340,

John M. Singer




April 1, 1985 )
Chemist, HFN-235

Forn 6 #62-438

Director, Anti-Microbial Drug Branch, HFN-178

Carter-Glogau Laboratories has submitted a Form 6 application for Sterile Otic
- Suspension. Please perform the regquired compendial tests.

The follewing are being forwarded with this wemo:
1. Triplicate copy of the application,

2. Samples with Certificates of Analysis for three production batches.
Previous samples were subnitted from experimental batches.

3. HFN-178 evaluation dated September 22, 1084, of sagples from
experimental batches,

If there are any questions, ] may be reached at 343-2340,

Johin M, Singer



7 o !
i' DEPARTMENT OF HEALTH & HUMAN SERVICES
L S
e Memorandum
TO tManufacturing Review Branch (HFN-322) DATE: November 3, 1983
Division of Drug Quality Compliance
FROM  :Division of Genmeric Drugs (HFN-535) -~
Requester's Name_ John M. >Singer /(./ —__PHONE: 443-4340

3
T

2lx2

RIE

c%'
aﬂz

SUBJECT: ESTABLISHMENT EVALUATION REQUB(

NDA, ANDA, AND SUPPLEMENT NUMBER:  62-488

DRUG TRADE MARK (if any) Sterile Otic Suspension

DRUG NONPROPRIETARY NAME: Polymyxin B, Neomycin, Hydrocortisone

DOSAGE FORM AND STRENGTH(S): Suspension

DRUG CLASSIFICATION: PROFILE CLASS CODE:
{Priority) AorB 1C Other LIQ

APPLICANT'S NAME: Carter-Glogau Laboratories, Inc.
ADDRESS: _Glendale, Arizona 85301

FACILITIES TO BE EVALUATED: (Name, Full Address, DMF# (if any), and Responsibility)

<

N

Wpbere J~g 5

Comnents: ( ) See Attached.
( ) Actual on-site inspection requested.

Reason: These firms provide laboratory services to Carter-Glogau

RRRFARBRBARAARERR NSRRI R AR RN R AR B RS R R RN RS RN AR RN RN R R AR RN AR SRR RS R AR R R HRHAAD
FOR HFN-322 USE ONLY: /

Request Rec'd: l\\ A Inspection Requested:%ﬂ_éj_ﬂ‘&_&a.l“;
{ (if applicable) (LI8)

Firm(s) are in Compli :I.th Gcrg;/;‘ @#ﬂu.d_c_{{ /jj/éj/d’j’

Basia for Decisian: .

Reviewing CSC . Concurrance: _ / S /

ca: /’i:‘)z/

FORM FDA 3274 (1/83)
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P C DEPARTMENT OF HEALTH & HUMAN SERVICES

Memorandum
0 :Manufacturing Review Branch (EFN-322) DATE: November 3, 1983
Division of Drug Quality Compliance
FROM :Division of Generic Drugs (HFN-535) .
Requester's Name Jonn M. Singer - .~ - . PHONE: 443-4340

SUBJECT: ESTABLISHMENT EVALUATION REQUEST

NDA, ANDA, AND SUPPLEMENT NUMBER: 62-488

DRUG TRADE MARK (if any) Sterile Otic Suspension

DRUG NONPROPRIETARY NAME: Polymyxin B, Neomycin, Hydrocortisone

DOSAGE FORM AND STRENGTH(S): _ Suspension

DRUG CLASSIFICATION: PROFILE CLASS CODE:
(Pricrity) AorB 1C Other LIG

APPLICANT'S NAME: __ Cartur-Glogau Laboratories, Inc.
ADDRESS: Giendale, Arizona 553G

FACILITIES TO BE EVALUATED: (Name, Full Address, DMF# (if any), and Responsibility)

Jl

Comments: ( ) See Attached.
( ) Actual on-site inspection requested. .

Reason: These firms provide labaratory servicus to Carter-Glogau

RN RN R AR I R R R R R R N AR N R R N SRR AR R AR BB RN R AN RS RN R SRR R RN S SN0
FOR HFN-322 USE ONLY:

Request Rec'd: Inapection Requestad:
{if applicable)

Firm(s) are in Compliance With GMPs:
Basis for Decision:
Reviewing CS0: Concurrance:

ce:

FORM FDA 3774 (1/83)
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/ DEPARTMENT OF HEALTH & HUMAN SERVICES _ Public Health Service
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C

ot . Memorandum

Date ° October 16, 1985

From Chief, Antimicrobial Drugs Branch (HFN-178)}

Subject  Porm 62-488; Polymyxin B Sulfate/Neomycin Sulfate/
Hydrocortisone Otic Suspension; Carter-Glogau Laboratories, Inc,

To John M. Singer (HFN-235)

ADB's review of this application on September 28, 1984 concluded that it
was "incamplete due to its lack of stability data nor does it meet the
requirement to submit exhibit samples from production (size) batches of
the product®. This submission in support of the application only removes
the latter deficiency. The three exhibit samples of production sized

( batches meet the CFR requirements for neamycin and polymyxin. The
attached Microbiological Assay Review Notes contain the analytical data
and also show their fairly good agreement with the applicant's data.

The application is still incomplete since there are no stability data
submitted,

1
G

Joseph H. Graham, Ph.D.

Y/F)

2847a



Manufacturing and Controls Review
Antibiotic Form 6 #62-488

Carter-Glogau Laboratories
Neomycin and Polymyxin B Sulfates and Hydrocortisone Otic Suspension, U.S.P.

Material Reviewed: Amendment dated November 4, 1985

Il

Applicant proposes to change the trade name from "Sterile Otic Suspension” to
"Neomycin and Polymyxin B Sulfates and Hydrocortisone Otilc Suspension, U.S5.P."

1. Final Printed Labeling - satisfactory.
Package Insert - satisfactory. i
Container Label-- satisfactory. -
Carton Label - satisfactory.

Recommendation — the application can be approved.

”~ -

<7

John M, Singer

0&‘*‘3%\4*{
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_/C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

,

ol Memorandum
Date * September 28, 1984

From Chief
Antimicrobial Drugs Branch (HFN-178)

Subject Form 62-488; Polymyxin B-Neomycin-Hydrocortisone Sterile Otic Suspension;
Carter-Glogau Labs., Inc.

To John M. Singer (HFN-235)

This application lists the components of the drug and indicates specifications
and test procedures for them. The sources of the active components are
indicated. The master formula card indicates that the product is to be

Three exhibit batches, one sample each of bulk polymyxin and neomycin and
certificates of analysis were received in ADB with this application. The
assay data on these samples were obtained by The
data sheets indicate that none of the exhibit batches ( . was of the
production batch size as shown on the master formula card. ADB assayed the
antibiotic components by the official microbiological procedures; we did not
per form the ssay for the hydrocortisone content however the attached
Chemistry Review Notes do comment on it. The applicant's data are all higher
than ADB's but both sets of polymyxin results are lower than what might have &
been anticipated from its 1xcess in the formulation.

A suitable stability testing protocol is included in the epplication that

calls for ambient and 409C studies on production batches of the product.

Data are reported on only one batch, 83K001 (M7773) which is hardly a

production batch being only .ters in size. After three months storage at

room temperature, the neomycin content had dropped from an initial level of
This latter value compares well with our value of ~

obtained approximately 7 months post manufacture., Storage for three months at

40°C resulted in 2 drop to Jor the neomycin and a drop from ° co

for the polymyxin. These data suggest that if the theoretical
formulation this batch is being met, the production losses are considerable



and that 24 month expiry dating for this product is dubious. The small size
of this batch may have contributed to the poor performance of this product.
Additional studies are said to be in progress on other batches of this product.

At this point we judge this application to be incomplete due to its lack of
adequate stability data nor does it meet the requirement to submit exhibit
samples from production (size) batches of the product.

Additional stability data on production-batches should be requested and
reviewed before further consideration of this applicafion is made.

- et
\
“\__'_AJoseph H. Graham, Ph.D.

Attachments

JHG: stk
24224
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TRANSMITTAL OF PERIOBIC REPORTS FOR DRUGS FOR HUMAN ysE [P~ TE SUBMITTED
(2! CFR 310.300, 310.302, and 431.60) 2._6,_86

Form Approved
OMEB No. 0910-0017
Expiration Date!
alfter June 30, ] 984

NOTE: This report is required by law (27 USC 355; 21 CFR 310.300). Failure to

NDA OR ANDA NUMBFR

report can result in withdrawal of approval of the New Drug Application.

INSTRUCTIONS

2 E) 4 £ [

4| 8]8

Submit a separate form ( parés { through 4-carbons intact) for each NDAor Antibiotic
Application for which the periodic report contains required reporting information.
Attach two copies of report to the form.

. (FDA Complete)
9

Where the same item of information applies to more than one NDA or Antibiotic
Application for preparations containing a common active ingredient, that information
may be submitted as part of the report for only one such application provided all
application numbers to which that part of the report applies are listed in Item 7 and
provided a separate form, with duplicate copies of all other required information, is
submitted for each number.

APPLICANT NOTE

Peference NDA and R numbers
(entered on Acknowledgment
Copy) in any subsequent cor-
respondence regarding report.

Forward formand attachments to Department of Health and Human Services, Food

and Drug Administration (HEFN-106), 5600 Fishers Lane, Rockville, Maryland 20857.
4. APPLICANT _

3.

CFR SECTION NUMBEFR
rAntidfotic only)

CARTER-GLOGAU LABORATORIES, INC.

5. DRUG NAME NFEOMYCIN AND POLYMYXIN B SULFATES AND

7. OTHER NDA/ANTIBIOTIC APPLICATIUON NUMBERS ¢List afl numbers i any part ol

6. TYPE OF REPORT (Check

one (10)

(A quarterLy ] semiannuaL
[ annuaL [JoTHER

8Y REPORT

repor! applies to more than one number )

FROM (11-14)

TO (15-i8)

YEAR

MONTH| YEAR MONTH

85

1 86| 2

REPORT INFORMATION REQUIRED (See '% 310.300(a) or 431.60(a) lor dewcri fron‘\
Enter identilication of type of information altached in Coilumn C.)

(Enter ant *+ X°* in Column A if you have nothing to report,
(ALWAYS INCLUDE INFORMATION REQUIRED UNDER ‘' AND '*3*.)
INONE TYPE OF INFORMATION IDENTIFICATION (Volume No.fs)/ Tabis)/Page(s) af Report
A B C
f9)
X 8. CLINICAL CATaA
(20}
X b. ADVER®E REACTION(S)
(21)
x c. ANIMAL DATA
(22}
4. CHEMICAL OR PHYSICAL
* DRUG PROPERTIES ATTACHED
(23) MANUFACTURING OR
X e, COMTROW CHANGES
38 3148 (a) (5))
CURRENT PACKAGE
f. L&A&BELING (Whether or not
oreviously submetted) ATTACHED
€ QuanTiTY DISTRIBUTED | 1300 X 10 mL No foreign sales

TYPEDC NAME AND TITLE OF RESPONSIBLE QFFITIAL OCR AGENT

Gerald F. Brunzie, Ph.D.
Vice President
Regulatory Affairs

FDA USE ONLY

t0. DATE OF RECEIPT

24

29 z6 27 28 29

11,

REPQORT FILED IN NDA NO,

a0

SIGNATURE

75%%“—«}@&_

N

LR 32 33 23 s

B !

CARTER-GLOGAU LABORATORIES, INC.
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DEPARTMENT OFlHEALTH & HUMAN SERVICES

Memorandum
TO :Manufacturing Review Branch (HFN-322) DATE: November 3, 1983
Division of Drug Quality Compliance
FROM  :Division of Generic Drugs (HFN-535)
Requester's Name John M. Singer ., .~ -, .., PHONE: 443-4340

SUBJECT: ESTABLISHMENT EVALUATION REQUEST

NDA, ANDA, AND SUPPLEMENT NUMBER: ©62-488

DRUG TRADE MARK (if any) Sterile Otic Suspension

DRUG NONPROPRIETARY NAME: Polymyxin 8, Neomycin, Hydrocortisone

DOSAGE FORM AND STRENGTH(S): Suspension

DRUG CLASSIFICATION: PROFILE CLASS CODE:
(Priority) AorB 1c Other LIQ

APPLICANT'S NAME: __ Carter-Glogau Laboratories, Inc.
ADDRESS:__ Glendale, Arizona 853Gi

FACILITIES TO BE EVALUATED: (Name, Full Address, DMF# (if any), and Responsibility)

n

> Comments: ( ) See Attached,

( } Actual on-site inspection requested. ‘5

Reason: These firms provide laboratory services to Carter-Glogau

Ill!*"ll’lllllllll!"l!ll!l'llllll!l**llI!lllllIII!llli!lllllll!ll'l.llllllll!!

FOR HFN-322 USE ONLY:

Request Rec'd: Inspection Requested:
(if applicable)

Firm(s) are in Compliance With GMPas:
Basis for Decision:
Reviewing CSO: Concurrance:




) . 9"1
C DEPARTMENT OF HEALTH & HUMAN SERVICES : 6

Memorandum
TO :Manufacturing Review Branch (HFN-322) DATE: November 3, 1983
. Division of Drug Quality Compliance
FROM  :Division or Generic Drugs (HFN-535) -
Requester's Name John M. Singer ,..-b 'HONE: 443-4340
¢
SUBJECT: ESTABLI SHMENT EVALUATION REQUES" -

NDA, ANDA, AND SUPPLEMENT NUMBER: 62-488

DRUG TRADE MARK (if any) Sterile Otic Suspension

- DRUG NONPROPRIETARY NAME: Polymyxin B, Neomycin, Hydrocortisone

DOSAGE FORM AND STRENGTH(S): Suspension

DRUG CLASSIFICATION: PROFILE CLASS CODE:
(Priority) Aor B 1C Other . LIQ

APPLICANT'S NAME: 'Cart-er:.-'G]og‘éu l:abor:atories,"lnc.
ADDRESS:__ Glendafe. Arizona 85307

5]?3 FACILITIES T0 BE EVALUATED: (Name, Full"Addresa, DMF# (ir any), and Responaibility)

n

-,5/”/56 ) LLP-/&_;‘:L:, }4%\\,\.»\%)

Comments: ¢ ) See Attached. ’
: ( ) Actual on-site inspection requested.

Reason: These firms provide laboratory services to Carter-Glogau

IlIiIl'lIlﬁllIIIlllllI!l’llllllllll.lll!!.II!!I!Ili'llllll!l*lliiilll!l.l'lliil!l

FOR HFN-322 USE ONLY: /

Request Rec'd: tll"! Inspection Requested: ’
{ (1f applicable) . (Lx8)
Firm(s) are ip Complizaqc With GE?/%M‘ ///&//J';Z
Basis for Deci N4 zo‘-r,u SO /7
‘ZL.»C_e d

Reviewing ¢s0f¢ : Concurrance: s, ., /;za/ £3
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April 1, 1985
Chemist, HFN-235

Forn 6 #62-428

Director, Anti-Microbial Drug Branch, HFH-173

~ Carter-Glogau Laboratories has submitted a Form 6 application for Sterile Otic
Suspension. Please perform the required compendial tests.

The following are being forwarded with this memo:
1. Triplicate copy of the application,

2. Samples with Certificates of Analysis for three production batches,
Previous samples were submitted from exverimental batches.

3. HFN-178 evaluation dated September 22, 1924, of samples from
experimental batchas,

If there are any questions, I may be reached at #43-4330,

John M, Singer



ANty

-/(C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Heatth Service
f.,*:.h -

Date  April 12, 1984

Memorandum

From  Chemist, HFN-535
Subject Form 6 #62-488 - Sterile Otic Suspension (Polymyxin B, Neomycin,
Hydrocortisone)

To  Director, Anti-Microbial Drug Branch, HFN-416

Carter-Glogau Laboratories, Inc. has submitted a Form 6 application for
Sterile Otic Suspension, Please perform the required compendial tests.

The following are being forwarded with this memo:
1.  Triplicate copy of the application,
2. Samples with Certificates of Analysis for three batches.

If there are any questions, I may be reached at 443-4340,

John M. Singer

- ————— T ML e A rm e A ———



DEPARTMENTOF HEALTH & .

- AN SERVICES

:Manufacturing Review Branch {HFN-322)

DATE: August 6, 1984

Generic Drugs (HFN-235)

Jonn M. "STNGer ZLAA T, Himcai PHONE: 443-4340

TO
Division of Drug Quality Compliarce
FROM .Division of
Requester's Name
SUBJECT: ESTABLISHEMENT EVALUATION REQUEST

Memorandum

NDA, ANDA, AND SUPPLEMENT NIMBET:GZ-“BS)and 62-520

DRUG TRADE MARK (if any)

sterile Otic Suspension/Kanamycin Sulfate

DRUG NONPROPRTETARY NAME:

Polymyxin B Neomycin Hydrocortisone

SOSAGE FORM AND STRENGTH(S):

DRUG CLACSIFICATION:

Otic Suspension/Injection 1 gm/3 ml

PROFILE CLASS CODE:

{(Frioeity) Acr s _ 4L Cther _ LI0 and SyP
.t.l?PLICJ}"'T’" NAMT (v cer-Giogay Lohorate r’.SS ___YC._...._. e
£ITMAESS: .“__,JIEL.! I;BcLh51;.L MeBead, G ndale. Arixzesd SRI00
FACTT IVTEA TR NR L ALTATTD Dlamal wgll CHiress, LMY D0 anys. ang Resnongibi it
_mariar-ficzay =Fbz At 0”7='g_lﬂ5_,n,um__.w
"IOO '.!"ST Lt'l.l"a’\" u"1° Road o L. -
_Liendale. Scizora £5307 LNk
his £ appe on Juty 9, 1984 Alart List, and ic the subject of Hay 18, 1934
pemoranduy fror Thimas 3. Rozza.
Comments: ) See Attached.
( ) Aotual on-gite inspection requested, 5
rl
Reason:
Munnuu"ununnaununuuusuuuuu-uunntuuuuununnuu
FOR HFN-222 USE ONLY: .
Request Rec'd: Inspection Requested: /
{if applicable)
i ; {g
Firm{e' are in CompL,a,ng_ﬂeﬂtn__g‘{Ps A '\_,:/,'L-(_-“‘"P.I Pl 7/ — /! »
Basis for Deeislon: Fr—7—, S Ty ot WE LS Cn g A 'fk’ cy
finvie.ing €S0: ,_—1/ I"j P ,.' 7— < Conourrancss, v /7 / #
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~ CENTER FOR DRUG EVALUATION AND RESEARCH

Application Number 62-488

CORRESPONDENCE
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— CARTER-GLOGAU LABORATORIES, IN

5160 WEST BETHANY HOME ROAD+*GLENDALE, ARIZONA 85301*TELEPHONE (802) 939-75650TELEX 86-8304

November 22, 1985

John M. Singer

Antibiotic Drug Review Branch (HFD-235)
Division of Generic Drugs

Center for Drugs and Biologics

Food and Drug Administration

5600 Fishers Lane

Rockville, Md 20857

- SUBJECT: NEOMYCIN AND POLYMYXIN B SULFATES AND HYDROCORTISONE 0TIC
SUSPENSION
NDA 62-488

Dear Mr. Singer:

Reference is made to our Antibiotic Form 6 New Drug Application for
Neomycin and Polymyxin B Sulfate and Hydrocortisone 0t1c Suspension,
U.S.P.

Reference is also made to our communication of November 4, 1985.

As promised, twelve samples of final printed labels and inserts are
enclosed.

Sincerely,
CARTER-’ OGAU LABCRATORIES, INC.
Ge;;1d F. Brunzie, Ph.D.

Vice President ;
Regulatory Affairs

cq

enc
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= CARTER- GLOGAU LABORATORIES, l& ]

== 5160 WEST BETHANY HOME ROAD+ GLENDALE, ARIZONA 85301 TELEPHONE (602) sas-vsss-re:.sx ss-aa:u

§ —"‘:3§§
November 4, 1985

John M. Singer

Antibiotic Drug Review Branch (HFD-235)
Divigion of Generic Drugs

Office of Drug Standards

Center for Drugs and Biologics

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

'- SUBJECT: NEOMYCIN AND POLYMYXIN B SULFATES AND HYDROCORTISONE
0TIC SUSPENSION 'USP Ref 52-488° L .

Dear Mr, Singer:

Reference is made to our Form 6 Antibiotic New Drug Application for
Neomycin and Polymyxin B Sulfates and Hydrocortisone Otic Suspension
filed October 20, 19683.

We also refer to our telephone conversations of October 31, 1985, and
November 1, 1985, whereby we mutually agreed that the name "Neomycin and
Polymyxin B Sulfates and Hydrocortisone Otic Suspension, USP" was a
suitable name for the product, and further, that approval of this
application would be granted upon our submitting print-ready copies of
the labels and package insert bearing the revised name of the product,

Enclosed please find print-ready copies of the vial label, carton label,
and package insert. Tha2se are identical in size, format, and content to
final printed copies, since they are reproduced from the originals which
will be used for printing.

Final printing of all labeling will be performed upon your approval of
the application and final printed copies will be forwarded to your ;
office as soon as they are availatle,

We trust that we have now fulfilled all the criteria necessary for
approval of this application, as discussed during our telephone
conversations, and would greatly appreciate receiving this approval
promptly,

Sincerely,

o4
[

CARTER-GLOGAU LABORATORIES, INC.

Eliane K. Quinn, M.S.
Manager, NDA Submissions

Encl.Encl.
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= CARTER-GLOGAU LABORATORIES, INC. N

5160 WEST BETHANY HOME ROADsGLENDALE, ARIZONA 385301¢TELEPHONE (602) 939-7565° TELEX 65-8304

FOOD AND DRUG ADMINISTRATION USE ONLY |
1DATE APFROVED ACCOUNT_ND. -
August 28, 1985
i SIGNED
John M. Singer .
Ar}tn_.b:[.otlc Drug Rgnew Branch (HFD-235) : (For the Commirsioner of Food and Drugs
Division of Generic Drugs Foodoad Drug Administration
Office of Drug Standards : Depariment of Heslth, Education, and Welfare

Center for Drugs and Biologics
Food and Drug Administration
. 5600 Fishers Lane
- Rockville, MD 20857

SUBJECT; STERILE OTIC SUSPENSION, NEOMYCIN, POLYMYXIN-B, HYDROCORTISONE
NDA: 62-488

Dear Mr. Singer:

Reference is made to our Antibiotic Form 6 Application for Sterile Otic
Suspension (Neomycin, Polymyxin B, Hydrocortisone) filed October 20, 1983.

We also refer to your letter dated November 2, 1984, our correspondence of
December 4, 1984, and March 19, 1985, and our phone conversation of

November 9, 1984,

As agreed during these communications, we are forwarding you, enclosed,
additional stability data (Tables I through X), as follows:

1, Batch 83LC74: liter production size batch.
Accelerated-aging conditions (37C-40C): O, 1, 2, and 3 months.
Room Temperature (25C+2C): 0, 3, 6, 9, and 12 months,

2. Batch 83LO75: liter production size batch.
Accelerated-aging conditions (27C-40C): O, ., 2, and 3 months. ’
Room Temperature (25C+2C): 0, 3,6, 9, and 12 months,
T
72003, Batch 84J061: iter production size batch,
s Accelerated-aging conditions (37C~40C): O, 1, 2, and 3 months.

b=y Room Temperature (25C+2C): 0, 1, 2, and 3 months.
s dé;“éatch 84J062: liter production size batch,
<. - Accelerated-aging conditions (37C~40C): O, 1, 2, and 3 months.
Room Temperature (25C+2C): O, 1, 2, and 3 months.

';?7«. -3. Batch 84L037: liter production size batch.
.l Accelerated-aging conditions (37C~40C): 0, 1, 2, and 3 months.
Room Temperature(25C+2C): O, 1, 2, and 3 months.

Also enclosed are USP Preservative Effectiveness Test results for batches
84J061, B4J062, and 84L037 showing that the batches meet the USP
specifications for this test.
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Based on the submission of these additional stability data, derived from
five (5) production size batches ( liters, and liters), and
demonstrating the excellent stability of the product, even when challenged
under accelerated-aging storage conditions, we strongly believe that we
have more than fulfilled the requirements which you specified to us with
regard to this product, and request your prompt approval of this
application with an initial 24-month expiration date. ,

Sincerely,

CARTER-GLOGAU LABQRATORIES, INC. )

Eliane K. Quinn, M.S.
Manager, NDA Submissions

ht

enc

-
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CARTER-GLOGAU LABORATORIES, INC.

5160 WEST BETHANY HOME ROADeGLENDALE, ARIZONA 85301 TELEPHONE (602) 939-7565¢ TELEX 66-8304

March 19, 1985

John M. Singer

Antibiotic Drug Review Branch (HFD-235)
Division of Generic Drugs

O0ffice of Drug Standards

Center for Drugs and Biologics

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

SUBJECT: STERILE OTIC SUSPENSION, NEOMYCIN, POLYMYXIN-B, HYDROCORTISONE
NDA 62~488

Dear Mr. Singer:

Reference is made to our New Antibiotic Form 6 Application for Sterile
Otic Suspension, Neomycin, Polymyxin B, Hydrocortisone submitted
October 20, 1983.

We also refer to our letter dated December 4, 1984,

Enclosed please find fini' container sampies, 30 each, from 3 new
~iter batches of the ~roduct, 84J061, 84J062, and 84L037.

As previously agreed we have put samples from ail 3 batches on our
stability program. Results will be reported as soon as available.

We look forward to your prompt review of these new exhibit samples.
Sincerely,

OR » INC.

ETiane K. Quinn, /éaj%/

Requlatory Affa1rs'0ff1cer

ht
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= CARTER-GLOGAU LABORATORIES, INC.

5160 WEST BETHANY HOME ROAD*GLENDALE, ARIZONA 85301+ TELEPHONE ({802) 939-7585°TELEX 66-8304

December 4, 1984

John M. Singer
Antibiotic Drug Review Branch (HFD-ZBSJ e
Division of Generic Drugs S -
Office of Drug Standards

Center for Drugs and Biologics

Food and Drug Administration -
5600 Fishers Lane A T
Rockville, MD 20857 -

SUBJECT: STERILE-OTIC SUSPENSION, NEOMYCIN, POLYMYkIN-B, HYDROCORTISONE
NDA 62-488

Dear Mr. Singer:

With regard to our Antibiotic Form-6 Application for Sterile Otic
Suspension, Neomycin, Polymyxin-B, Hydrocortiscne, reference is made
to our telephone conversation of November 9, 1984.

This is to confirm batch size and stability schedule criteria for
Antiobiotic Form-6 Applications on which we mutually agreed during our
conversation, as they relate to this particular application.

1. Batch size determination:

Exhibit and stability samples will be derived from three (3)
initial production batches of a size or more that of
projected full production scale.

2. Stability schedule for determination of a 24 month expiration
date:

Samples from three {3) initial production batches will be stored
under accelerated aging (37°C) and room temperature (25°C)
conditions, and tested at 1, 2, and 3 months. Data will be
reported. On the basis of these data falling within acceptable
specification limits, as defined in the application, an initial
24-month expiration date will be granted, as we understand is the
policy of the Antibiotic Drug Review Branch.

3. We understand that there are no other deficienciles in this
application, and that approval will be granted promptly following
submission of exhibit samples, and stability data from three (3)
new batches of the product, conforming to the parameters stated . ——"T-.
in (1), and (2) above. o

b TS o
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Exhibit samples will be submitted approximately 3 months pricr to
stability data. We also understand that this will allow
sufficient time for review of samples so that approval is not
delayed following submission of stability data.

We trust that the above stated criteria are representative of the
requirements of the Antibiotic Drug Review Branch as you defined them
by telephone.

New exhibit samples will_be forwarded to you shortly.
Sincerely,
CARTER-GLOGAU LABORATORIES, INC.

e F arid )

Eliane K. Quinn, M.S. i
Regulatory Affairs Officer

ht



please refer to your Antibiotic Form 6 app]ication for Sterile Otic Suspension

‘- = -i' Y * ‘f-:?f..' RN i
:":., -,' "*l' :.“: _- - | b . ,_
_ 0ur.'_"rei_"_e_i‘enca: . 62-488 " -_’ﬁ
Carter-slogau Laboratories. Inc. T
Attention: Eliane K, Quinn, M.S.- Coe
5160 West Bethany Home Road - o - .
Glendale, Arizona 85301 - -, November 2, 1984 _ o
_Gentlemen: e . - - ‘ e

{polymyxin B-neomycin-hydrocortisone), : and to . your. submission . dated ’"sl-;
October 15, 1984, which responds to our letter dated October 4, 1984, =

We have completed our review of the submission and find that the appiication et

remains not approvable at this time, -Our review and our laboratory's review . -
found .the exhibit samples to be unsatisfactory. -Specifically, the unusually :
small size of the ®production® batches from which the exhibit samples were. .

obtained.

please submit new - exhibit samples from three lots of product prodoced inder .

manufacturing conditions as Tisted under 21 CFR 444.442g. In addition, room .
temperature and accelerated stabflity studies should be repeated using drug :
product from the new lots. Assays should be performed at 0, .1, 2,°and 3 - -

months.

Sincerely yours, .

F

John M, Singer '~ . '
Antibjotic Drug Review Branch (HFN-235)
Division of Generic Drugs ,



R
= CARTER-GLOGAU LABORATORIES, INC.

5160 WEST BETHANY HOME ROAD*GLENDALE, ARIZONA 85301+ TELEPHONE (602) 939-7565¢TELEX 66-8304

fctober 15,.1984

FOOD AND DRUG ADMINISTRATION USE ONLY

John M. Singer JDATE APPROVED ACCOUNT HO,
Antibiotic Drug Review Branch (HFN-235) -

Division of Generic Drugs

SIGNED
Office of Drug Standards .
Center for Drugs and Bilologics
Food and Drug Administration
5600 Fishers Lane ' {For the Commizzioncr of Food end Drugs
Rockville, MD 20857 Foodzad Drug Administrorion

Deporiment of Health, Education, ond Welfare

SUBJECT: STERILE OTIC SUSPENSION (PdlymVXin B, Neomycin, Hydrocortisone)
- , REF. 62-488

Dear Mr. Singer:
Reference is made to our Form 6 Applicatlon submitted October 20, 1983 for
- Sterile Otic Suspension {Polymyxin B, Neomycin, Hydrocortisone}.

We alsc refer to your letters dated November 3, 1983, January 5, 1984, and
October 4, 1984, and to our communications of December ¢, 1983, April 2, 1984,
and July 20, 1984,

1. The exhibit samples submitted were produced under manufacturing conditions.
The initial batches made, although of smaller sizes, are produced under
conditions which duplicate those which will be used when larger batches
are menufactured after the application is approved.

We ars enclosing for your review a copy of the actual batch card used in
the manufacture of batcn 83L0OT4. Please note that the procedure is the
same as that on pages !49-23 of the Application submitted October 20, 1983.

2. 'The stability data sutmitted were generated in response to requirements
statec in your letters of November 3, 1983, and January 5, 1984.

In both of these communications you requested accelerated and room

temperature data on 3 batches at 3-months, and we modified our standard i’
stability protocol as a result of these requests.

We have reported stability data on 3 batches which clearly demonstrate
the stability of the product, and we have also satisfied all the other
requirements which you specified.

We would therefore greatly appreciate your prompt approval of this application.
Sincerely,
CARTER~-GL3GAU LABORATORIES, INC.

Eliane K. Quinn, M.S.
Regulator: Affairs Cfficer

E‘

-~
R
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= CARTER-GLOGAU LABORATORIES, INC.

5160 WEST BETHANY HOME ROAD*GLENDALE, ARIZONA 85301+ TELEPHONE (802) 839-7565* TELEX 66-8304

FOOD AND DRUG ADMINISTRATION USE ONLY

July 20, 1984 |DATE APPROVED ACCOUNT 1O,

SIGNED
John M. Singer
Antibiotic Drug Review Branch (HFN-535)

Division of Generic Drugs . .
L ‘ : {For the Commixsioner of Food and Drugz
Office of Drug Standards Food_cad Drug Adminisration

Center for Drugs and Biologics Deperiment of Heelth, Fducation, and Welfare
Food and Drug Administration - -

5600 Fishers Lane
Rockville, MD 20857

SUBJECT: STERILE OTIC SUSPENSION {Polymyxin: B, Neemycin, Hydrocortisone)
REF. 62-488 :

Dear Mr.Singer:

Reference is made to ocur Form 6 Application for Sterile Otic suspension,
Polymyxin B, Neomycin, Hydrocortisone submitted on Qctober 20, 1983.

Reference is also made to your letter dated January 5, 1984, and to our
response dated April 2, 1984,

Enclosed please find stability data for 2 additional batches of the
product, 83L074 and 83L075, which show that the product remains stable
after 3-month storage at accelerated {40°C) and room temperature conditions.

Based on the recommendation of the Antibiotic' Drug Review Branch, sf
sufficient stability data have been submitted to obtain a conditional 2

year expiration date for this product. We therefore request your prompt
approval of this application with initial 2-year expiration dating.
Sincerely,

CARTER-GLOGAU LABORATORIES, INC.
Eliane K. Quinn, M.S.
Regulatory Affairs Officer

ht
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CARTER-GLOGAWL LABORATORIES, II\IC

5160 WEST BETHANY HOME ROAD+GLENDALE, ARIZONA 85301*TELEPHONE (602) 939-75850TELEX 66-8304

. . FOOD AND DRUG ADMINISTRATION USE ONLY
April 2, 1984 s

fDATE APPRAOVED ACCOUNT NO,

John M. Singer SIGNED

Antibiotic Drug Review Branch (HFN-535)

Division ¢of.Generic Drugs

Office of Drug Standards

National Center for Drugs
and Biologics

Food and Drug Admlnlstratlon

{For the Commitsioner of Food and Drugy
Fi oad—m—.Dm: Adminisrrerion
Deparrment of Heolth, Educction, and Welfare

5600 Fishers lLane ... == . . e
Rockville, MD 20857 ° L

SUBJECT: STERILE OTIC SUSPENSION (Polymyxin B, Neomycin, Hydrocortisone)
REF. 62-488

Dear Mr. Singer:iﬂ

Reference is made to ourForm 6 Applicatiof Tor Stérll "OtI¢ Suspensio
Polymyxin B, Neomycin, Hydrocortisone submltted on 0ctober 20, 1983.

Reference is also made to your letter dated January 5, 1984, and to the
telephone conversation our Regulatory Affairs Officer, Ms. E. Quinn had
with you on February 22, 1984.

As agreed over the telephone, we are forwarding you, enclosed, the
following:

1. 26 samples from each of the first three batches of the product,
83K001, 83L074, and 83L075.

2.

193]

grams of Neomycin Sulfate, R 22099.

A

3. grams of Polymyxin B Sulfate, R 21472.

4. Certificatesc:fAnalysis for all samples submitted.

Also enclosed are results of testing batch 83K001 stored under
accelerated (40°C), and room temperature conditions for 3 months.

Samples from batches 83L074 and 83L075 are being stored under accelerated

(40°C) and room temperature condltlons, and will also be assayed after

3 months at 40°C, and after 3, 6, 9, 12, 18, 24, 36, and 48 months at

room temperature. Results will be reported when they become avallablgﬁf‘“ ‘“‘\\

%’

in o ot
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On the basis of the stability data submitted and our commitment to
report accelerated and room temperature data on two additional batches
of the product, we request your prompt approval of this application
with initial 24-month expiration dating.

Since R
CARTER- GLOGAU LAEORATORIES, INC.

[RIs i ENe

Samuel M. Fainberg, Ph.D.
Director
Technical and Regulatory Affairs LT

]

ht

enc



Qur reference: 62-488.

Carter-Glogau Labbfatories. Inc.

Attn:

Samuel M, Fainberg, Ph.D.

5150 West Bethany Home Road o
Glendale, Arizona 85301 January 5, 1984

Gentlenen:

Please refer to your Antibiotic Form 6 application for Sterile Otic Suspension
(Polymyxin B, - Neomycin, . Hydrocortisone), and to your amendment dated
December 9, 1983.

lle have completed our review of the amendment and have the following corments
at this time: - ‘ B

1-

Concerning the submission of stability data, the Antibiotic Drug
Review Branch—recommends—the submission of-data from three batches of
product stored at room temperature and at 37-40°C (75% Relative
Humidity) for three ronths in-its market container in order to obtain
a conditional 2-year cxpiration -date, - Data from Jess than taree
batches 1is insufficient for us to fully evaluate the stability
characteristics of the drug product.

In regard to your response concerning e:xhibit samples, you are
correct in stating that the batch certification prograia has ended;
but, this has not affected the requirement for exhibit sanples as

- Hsted-under 21 CFR 444.442 q and Form FDA 1675 (Section 5).

Please submit stability data and exhibit samples as requested in our letter
dated tiovember 3, 1983,

Sincerely yours,

John M. Singer
cem e oo o .. _.Antibiotic Drug Review Brancin {HFN-535)
Division of Generic Drugs




: CARTER-GLOGAU LABORATORIES, INC.

5160 WEST BETHANY HOME ROAD*GLENDALE, ARIZONA 85301+ TELEPHONE (602) 939-7585+TELEX 56-8304

December 9, 1983
John M. Singer
Antibiotic Drug Review Branch (HFN-535)
Division of Generic Drugs
National Center for Drugs
and Bioclogics
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

SUBJECT: STERILE OTIC SUSPENSICN (Polymyxin B, Neomycin, Hydrocortisone)
NDA 62-488

Dear Mr. Singer:

Reference is made to our Form 6 Application submitted pursuant to 21 CFR
444 .442g for Sterile Otic Suspension (Polymyxin B, Neomycin,‘
Hydrocortisone).

We also refer to your letter of November 3, 1983 concerning this
application.

The following is submitted in response:

1. With reference to our numbering system, when raw materials are
received a Receiving Report is filled cut. These reports, pre-
numbered sequentially, contain all the information pertinent to
the particular lot, including description, manufacturer, date of
delivery, and purchase order number. Once the receiving report
has been prepared, a pressure-sensitive label bearing the same
receiving number as the receiving report is applied to the raw
material immediate container.

In subsequent plant operations the lot of raw material is always
identified by name and receiving number.

To illustrate this, we are enclosing:

a. The receiving report for Polymyxin- B sulfate used in the
manufacture of our Sterile Otic Suspension. Please note the
receiving number, R 21472, in the upper right-hand corner.

b. A copy of the Raw Material Specification sheet showing the
lot was released by Quality Control.

013625 ¢. A copy of the Batch Formula Card for batch 83K00l. Please
note that Polymyxin B Sulfate is identified with receiving
number R 21472.

d. A copy of the formula weighing sheet for batch B3KO001l.
Blease ncie again that Polymyxin-B Sulfate, as weighed in
the compcunding of the batch, is identified by its receiving
number, 3 21472,

Thus any component of any batch can be traced to its origin.
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2.

Stability data for this product will be reported as soon as they
become available.

Samples from the first three batches of the product will be stored in
their market container under conditions specified in the labeling,
i.e., at room temperature, 15°C-26°C, and tested after 3, 6, 9, 12,
18, 24, 36, and 48 months.

Samples from the first batch of the product have been stored under
accelerated-aging conditions (37°C)_end will be tested after 30, 60,
and 90 days.

It has been the Generic Division's policy in the past to accept
accelerated-aging data from only one batch, and to grant a 24-month
expiration dating period on the basls of satisfactory data at the 90-
day station. We zre unaware of any changes in this policy that
requires three batches to be tested in this manner.

Sarple requirements under 21 CFR 444.442g are for batch certification.
According to the Zinal rule published in the Federal Register, Vol.
47, Ne. 173, Tuesiay, September 7, 1982, all classes of antibiotic
drugs are now exedpt from batch certification, and samples need not be
submitted. See copy of this Federal Register notice enclosed.

Concerning the submission of samples of <he finished dosage form as
listed in Form 6, 5 (b), we have been requested not to send samples to
Rockville, but tc wait for instructions on where to submit samples
{see enclosed cormunication from David Rosen). Samples will be
forwarded following receipt of your instructions as to where to send
them.

Qur package inser: has been revised as follows:
a. "Action" has 2een replaced with "Clinical Pharmacology."
b. "Indications" has been changad to "Indications and Usage."

c. With regard o the Naticnal Drug Code {(NDC) number, please note
that it is liIsted (without the packager code portion) in the "How
Supplied" section as our Product Number.This facilitates
identificaticn of the product and dosage form.

Since most of our distributors routinely use our insert, the
identification of this number as Carter-Glogau's NDC number would
conflict with our customer's NDC numbers, e.g., as listed on their
labels. Please rnote that the complete NDC number appears on our
immediate-container label.
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We logk forward to your prompt approval of this application

Sincerely,

CARTER-GLOGAU LABORATORIES, INC

A e

Samuel M.~-Eainhepg—PIM 7

Dlreqtor
Technical and Regulatory Affairs

y

ht

enc

as amended.




Our reference: 62-488

Carter-Glogau Laboratories, Inc. .
Attention: Samuel M. Fainberg, Ph.D.

i

5160 West Bethany Home Road
Glendale, Arizona 85301 November 3, 1983

*

Gentlemen:

Please refer to your Antibiotic Form § application dated October 2G, 1983, for
Sterile Otic Suspension (Polymyxin B, Meomyctn, Hydrocortisone).

We have completed our review of this application and it is not approvable at
this time due to the following deficiencies:

1.-

The application describes the serial number system used for raw
materfals, but, 1t does not show how these numbers are used 1in
subsequent plant operations.

The application did mot include stability data. At a2 minimum, we
require data from three batches of product stored in their market
container under accelerated aging conditfons {379C/75% R.H.) and at
room temperature for 90 days.

Samples wer2 not submitted with the application. Please submit
samples as rzquired by 21 CFR 444.4429.

The package insert should be revised as follows:
A. Change "Action® to "Clinical Pharmacoiogy".
B. Change "Indfcatfons® to "Indications and Usage".
C. Add the Mational Drug Code to the “"How Supplied® section.

The application did not contain the method usad to sterilize the
container/closure system.

Tﬁe application dii not contain the mnethod used to sterilize the
Nitrogen.,

Please provide a prompt.written response.

Sincerely yours,

Jehn M, Singer
Antibiotic Drug Raview Branch (HFN-535)
Division of Generic Drugs

HEMNR 353/ HPYs50A48Be R/D JliSinger 11/1/83, HFN-530 (Dr. Seife)
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CARTER-GLOGAU LABORATORIES, INC.

5160 WEST BETHANY HOME ROAD*GLENDALE, ARIZONA 25301 TELEPHONE (802) 939-7565¢ TELEX §6-8304

October 20, 1983

Marvin Seife, M.D.
Director e . _
Generic Drugs Divisien = - -
Qffice of Drug Standards -~ ™ : BN
National Center for Drugs

and Biologics ) e
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

SUBJECT: STERILE OTIC SUSPENSION-(?olymyiin,B,'Nbomycin,
Hydrocortisone) (21 CFR 444.442g)

Dear Dr. Seife:

Enclosed is our Form 6 application for Sterile Otic Suspension,
containing neomycin sulfate, polymixin B sulfate and hydrocor-
tisone.

Please note that the potencies of the active ingredients in the
drug product are in conformance with those specified in 21 CFR
444 .442g, and that a suitable and harmless vehicle is utilized.

As provided for in 21 CFR 443.1 (c) (2), amended as stated in
the Federal Register Notice of September 7, 1982, p. 39159,
antibiotic Form 6 applications are now regarded as abbreviated
new drug applicationms.

We request exemption from batch certification requirements as
provided for in 21 CFR 443.1, as amended.

Sincerely, g

CARTER-GLOGAU JABORATORIES, INC.

\U—- 'C_.'/ N e (
uiuiic(,b(u-t S
Samuel M. Fatmberg, Ph.D. Qfﬁci D}c{
Director
Technical and Regulatory Affairs
ht TR
;',‘1:-';"“"“— - 'ﬂl
enc. a e
SR anme

A bt om e
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Jur reference:  52-3438

NDVD& 1985

Jarter-Glogau Laboratories, Inc.
Attention: Tliane X, -Juinn, M.S.
3160 "est 3Bethany Homa Road
3leandale, Arlzona 33201

Sentlemen:

Jlease refer to your Antiblotic Form & application for Neoaycin and Polymyxin
B Sulfates and Ilydrocortisone iz Suspension, U.S.P. '

We achnovledze recelnt of your submissions dated December &4, 1J54, and
Marzh 19, August 28, and Novemher 4, 1985,

Te have commleted our revies of the applicatisn and it Ls approved.

An expiration date of rsenty—four (24) months ehould be used on each batch of
the rur ko 2 marhetel aui packazel as described in tiwe appilcation,

2lace Iruz samnles from the first three proluction hatcies into vour stability
a1 aal tazt each Matzh a2ty three {3) =onth intervals durin; the “irst year

DTS IA
of azini, at saix (6) month intervals luring the second year, annuaily
therasfitar, Aa the data “scone available thev shoul! bHe furnishel to chis
afffaa ot si: (5) anmth intarvals throuzhout ¢lhe authorized shelf 1ife of the
suatacy Iy,

.
1

T InCriel Jamdmiensg: Ve regques: that sou sudalr, In dupllicate, any proposed
hd » or promaitlonal cony whizn vou iatead to -age in your imaedlate
lalny or pronotional campalnz, leuse submit all proposel natarials in
]

: T nock=un fora, 1ot final srinted., Sudulc hotd 29nies tarether with a
02 o the nroposel or {iaal printed ladeling to the Jivision i JTug
Advertielaz awd Ladelinz (MF7-240). .Also, nleasc do not use fora Fr—2253 for
chis sulralasion.

-y

fov Subsenuent Zamvalans: e ¢all your attentlon to rezulation 2L I
314,210 (3) vhich requires that all material f[or anv ~ubsequent alvertising
or sroantional eampaizng at thwe tlae of their initial 2ce Ge mumicte] to our
divislon of Drug Advertiging and Labhellng (QF5~240) wwdth a completzd Foru
ST=c2330 A copy of For: ¥N=22153 (s anclosel for your coavenlance.

Jlease ho reainded that 3ince w¥ou are nanufacturing the sadbjeet iruz for the
firsy aiwe, 21 T 314,81 raquires cartain secavris and reperts be susmitteld
fnllosiny tha dace of approval,



62-4838
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The Form 6 should be kept up to date by submitting supplements whenever
chanses are contemplated in the manufacturing and/or laboratory procedures,
controls, equipment and instrumeatation, key scientific and production
personnel, packaging, labeling;- source of qntibioﬁics, etc.

Sincerely yours,

- /8 Ton AT

Marvin Seife, M.D.

Director '

Division of Genmeric Drugs
Office of Drug Standards
Center for Drugs and Biologics

Enclosure

105-DO (HFR-2200)
(dé\‘(g

AP
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CARTER-GLOGAU LABORATORIES, mé.

5160 WEST BETHANY HOME ROAD*GLENDALE, ARIZONA 85301«TELEPHONE (602) 939-7565¢TELEX 66-8304

November 22, 1985

John M. Singer

Antibiotic Drug Review Branch (HFD-235)
Division of Generic Drugs

Center for Drugs and Biologics

Food and Drug Administration

5600 Fishers Lane

Rockvilie, Md 20857 e

SUBJECT: NEOMYCIN AND POLYMYXIN B SULFATES AND HYDROCORTISONE OTIC
- SUSPENSION
NDA 62-488

Dear Mr. Singer:

Reference is made to our Antibiotic Form & New Drug Application for
Neomycin and Polymyxin B Sulfate and Hydrocortisone 0tic Suspension,
U.S.P.

Reference is also made to our communication of November 4, 1985.

As promised, twelve samples of final printed labels and inserts are
enclosed.

Sincerely,
CARTER-’ OGAU LABORATCRIES, INC.
- Ge;;1d F. Brunzie, Ph.D.

Vice President
Regulatory Affairs ;

€q

enc
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November 22, 1985

John M. Singer

Antibiotic Drug Review Branch {HFD-235)
Division of Generic Drugs

Center for Drugs and Biologics

Food and Drug Administration

5600 Fishers Lane

Rockville, Md 20857 - e an
SUBJECT: NEOMYCIN AND POLYMYXIN B SULFATES AND HYDROCORTISONE OTIC
SUSPENSION

NDA 62 488 e T LT e e T ’
Dear Mr. S1nger |

Reference is made to our Antibiotic Form 6 New Drug Application for
Neomycin and Polymyxin B Sulfate and Hydrocort1sone 0t1c Suspension,
U.s.P. :

Reference is also made to our communication of November 4, 1985,

As promised, tweive samples of final printed labels and inserts are
enclosed.

Sincerely,

CARTER- }OGAU LABORATORIES, INC.
kKT e g R

Gera]d F. Brunzie, Ph.D.

Vice President
Regulatory Affairs

cq

enc

= CARTER-GLOGAU LABORATORIES, INC.

5150 WEST BETHANY HOME ROAD*GLENDALE, ARIZONA 85301+ TELEPHONE (602) 939-7565* TELEX 66-8304
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CARTER-GLOGAU LABORATORIES, INC.

5160 WEST BETHANY HOME ROAD*GLENDALE, ARIZONA 85301 sTELEPHONE (802) 939-7565¢ TELEX 66-8304
el
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November 4, 1985

John M. Singer

Antibiotic Drug Review Branch (HFD-235)
Division of Generic Drugs

Office of Drug Standards

Center for Drugs and Biologics

Food and Drug Administration

5600 Fishers Lane '

Rockville, MD 20857 -

SUBJECT: NEOMYCIN AND POLYMYXIN B SULFATES AND HYDROCORTISONE
OTIC SUSPENSION, USP, Ref. 62-488

Dear Mr, Singer:

Reference is made to our Form 6 Antibiotic New Drug Application for
Neomycin and Poljmyxin B Sulfates and Hydrocortisone Otic Suspension
filed Octocber 20, 1983,

We also refer to our telephone conversations of October 31, 1985, and
November 1, 1985, whereby we mutually agreed that the name "Neomycin and
Polymyxin B Sulfates and Hydrocortisonme Otic Suspension, USP" was a
suitable name for the product, and further, that approval of this
application would be granted upon our submitting print-ready copies of
the labels and package insert bearing the revised name of the product.

Enclosed please find print-ready copies of the vial label, carton label,
and package insert, These are identical in size, format, and content to
final printed copies, since they are reproduced from the originals which
will be used for printing.

- Final printing of all labeling will be performed upon your approval of
the application and final printed copies will be forwarded to your
office as soon as they are available, s

We trust that we have now fulfilled all the criteria necessary for
approval of this application, as discussed during our telephone
conversations, and would greatly appreciate receiving this approval
promptly.,

Sincerely,
CARTER-GLOGAU LABORATORIES, INC.

Eliane K. Quinn, M.S.
Manager, NDA-Submissions

Encl.Encl.
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= CARTER- GLOGAU LABORATORIES, INC. &T\Q)

S 5160 WEST BETHANY HOME ROAD*GLENDALE, ARIZONA 85301 TELEPHONE (602) 939-7565¢ TELEX 66-8304

FOOD AND DRUG ADIINISTRATION USE ONLY |
{DATE APPRDVEP ACCOUNT_NO.
August 28, 1985
SIGNED
John M. Singer .
Antibiotic Drug RF_-'\'lew Branch (HFD-235) » {For the Commicsioner of Food and Drugs
Division of Generic Drugs Foodcad Drug Administrarion
Qffice of Drug Standards Deperiment of Health, Educetion, and W' ?fare

Center for Drugs and Biologics
Food and Drug Administration
= 5600 Fishers Lane
’ Rockville, MD 20857

SUBJECT; STERILE OTIC SUSPENSION, NEOMYCIN, POLYMYXIN~B, HYDROCORTISONE
NDA: 62-488

Dear Mr. Singer:

Reference is made to our Antibiotic Form 6 Application for Sterile Otic
Suspension (Neomycin, Polymyxin B, Hydrocortisone) filed October 20, 1983.

We also refer to your letter dated November 2, 1984, our correspondence of
December 4, 1984, and March 19, 1983, and our phone conversation of
November 9, 1984.

As agreed during these communications, we are forwarding you, enclosed,
additional stability data {(Tables I through X), as follows:

1. Batch 83L074: liter production size batch.
Accelerated-aging conditions {(37C-~40C): 0, 1, 2, and 3 months.
Room Temperature (25C+2C): G, 3, 6, 9, and 12 months,

- 2. Batch 83L075: liter production size batch.
Accelerated-aging conditions (37C-40C): 0, 1, 2, and 3 months. ,
Room Temperature (25C+2C): 0. 3,6, 9, and 12 months. d
L : © 3. Batch 84JO61: liter production size batch.
AN Accelerated-aging conditions (37C-40C): O, 1, 2, and 3 months.
o - Room Temperature (25C+2C): 0, 1, 2, and 3 months.
| 4. Batch 84J062: liter production size batch.
. -z Accelerated-aging conditions (37C-40C): O, 1, 2, and 3 months.
= Room Temperature (25C+2C): 0, 1, 2, and 3 months.
"'y 5. Batch 84L037:  liter production size batch.
T Accelerated-aging conditions (37C-40C): 0, 1, 2, and 3 months.

Room Temperature(25C+2C): 0, 1, 2, and 3 months,

Also enclosed are USP Preservative Effectiveness Test results for batches
84J061, 84J062, and 84L037 showing that the batches meet the USP
specifications for this test.
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Based on the submission of these additional stability data, derived from
five (5) production size batches (2 X liters, and 3 X liters), and
demonstrating the excellent stability of the product, even when challenged
under accelerated-aging storage conditions, we strongly believe that we
have more than fulfilled the requirements which you specified to us with
regard to this product, and request your prompt approval of this
application with an initial 24-month expiration date.

Sincerely,

CARTER-GLOGAU LABQRATORI INC.

Eliane K. Quinn, M.S.
Manager, NDA Submissions

ht

enc
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Eé’AF‘ITER-GLDGAU LABORATORIES, INC.

5160 WEST BETHANY HOME ROAD*GLENDALE, ARIZONA 85301+ TELEPHONE (602) 939-7565¢TELEX 66-8304

December 4, 1984

John M. Singer

Antibiotic Drug Review Branch {HFD-235)
Division of Generic Drugs

Office of Drug Standards

Center for Drugs and Biologics

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

SUBJECT: STERILE OTIC SUSPENSION, NEOMYCIN, POLYMYXIN-B, HYDROCORTISONE
NDA 62-488

Dear Mr. Singer:

With regard to our Antibiotic Form-6 Application for Sterile Otic
Suspension, Neomycin, Polymyxin-B, Hydrocortisone, reference is made
to our telephone conversation of November 9, 1984,

This is to confirm batch size and stability schedule criteria for
Antiobiotic Form-6 Applications on which we mutually agreed during our
conversation, as they relate to this particular application.

1. Batch size determination:
Exhibit and stability samples will be derived from three (3)

initial production batches of a size or more that of
projected full production scale.

2. Stability schedule for determination of a 24 month expiration
date:
Samples from three (3) initial production batches will be stored .,

under accelerated aging (37°C) and room temperature {25°C)
conditions, and tested at 1, 2, and 3 months. Data will be
reported. On the basis of these data falling within acceptable
specification limits, as defined in the application, an initial
2k-month expiration date will be granted, as we understand is the
policy of the Antibiotic Drug Review Branch.

3. We understand that there are no other deficiencies in this
application, and that approval will be granted promptly following
submission of exhibit samples, and stability data from three (3)
new batches of the product, conforming to the parameters stated .7l
in (1), and (2} above. e

nyoenr
L S | St

PO
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Exhibit samples will be submitted approximately 3 months prior to
stability data. We also understand that this will allow
sufficient time for review of samples so that approval is not
delayed following submission of stability data.

We trust that the above stated criteria are representative of the
requirements of the Antibiotic Drug Review Branch as you defined them
by telephone. '

New exhibit samples will be forwarded to you shortly.
Sincerely,

CARTER-GLOGAU LABORATORIES, INC.

Eliane K. Quinn, M.S.

Regulatory Affairs Officer

ht



- A oaen

" our reference: : 62-488

- Cartér-Glbgau Luboratorieé.rlnq.
. Attention: ETiane K, Quinn, M.S.~
. 5160 Hest Bethany Home Road -

_Gentlemen: R _.i ' - - ' .

Aot . .
Loy

Glendale, Arizona 85301 - - .. November 2, 1984

- - L R

Please refer to your Antibiotic Form 6 application for Sterile 0t1c SuSpension

(polymyxin  B-neomycin-hydrocortisone), .and to your: submission . dated “ESE .

B

We have comp]eted our review of the submission and find that the application Y
remains not approvable at this time. "Our review and.our laboratory's review .. -

-

‘October 15 /1984, which responds to our Ietter dated October 4, 1984. B :

P

found .the exhibit samples to be unsatisfactory. -Specifically, the .unusually % .-~
small size of the "production® batches from which the exhibit ‘samples were. :

obtained : . ) .

Please submit new exhibit samples from three lots of product produced under R

manufacturing conditions as Tisted under 21 CFR 444.442g. In additfon, room = .
temperature and accelerated stability studies should be repeated using drug :

product from the new lots. Assays should be‘performed at 0, .1, 2, and 3.?11.-

months.

' SincereTy yours,

~

John M. Singer .
Antibiotic Drug Review Branch (HFN-235)
Division of Generic Drugs .

T



]

October 15, 1984

John M. Singer

Antibiotic Drug Review Branch (HFN-235)
Division of Generic Drugs

Office of Drug Standards

Center for Drugs and Biolegics

Food and Drug Administration

5600 Fishers Lane '

Rockville, MD 20857

VI o

<GS

CARTER-GLOGAU LABORATORIES, INC.

5160 WEST BETHANY HOME ROAD*GLENDALE, ARIZONA 85301¢TELEPHONE (602) 939-7565+TELEX 66-8304

FOOD AND DRUG ADIMINISTRATION USE ONLY .

FODATE APPRDVED

ACCOUNT NO.

SIGNED

{For the Comriirsioner of Food ond Drugs
Food cnd Drug Administrarion
Depertment of Health, Education, and Welfare

"SUBJECT: STERILE OTIC SUSPENSION (Polymyxin B, Neomycin, Hydrocortisone)

REF. 62-488

Dear Mr. Singer:

Reference is made to our Form 6 Application submitted October 20, 1983 for
Sterile Otic Suspension (Polymyxin B, Neomycin, Hydhocortisone).

We also refer to your letters dated November 3, 1983, January 5, 1984, and
October 4, 1984, and to our communications of December 9, 1983, April 2, 1984,

and July 20, 1984,

1. The exhibit samples submitted were produced under manufacturing conditions.
The initial batches made, although of smaller sizes, are produced under
conditions which duplicate those which will be used when larger batches
are manufactured after the application is approved.

We are enclosing for your review a copy of the actual batch card used in

the manufacture of batch 83L074.

Please note that the procedure is the

same as that on pages 19-23 of the Application submitted October 20, 1983.

2. The stability data submitted were generated in response to requirements
stated in your letters of November 3, 1983, and January 5, 1984.

In both of these communications you requested accelerated and room ;.
temperature data on 3 batches at 3-months, and we modified our standard ‘
stability protocel as a result of these requests,

We have reported stability data on 3 batches which clearly demonstrate
the stability of the product, and we have also satisfied all the other

requirements which you specified.

We would therefore greatly appreciate your prompt approval of this application.

Sincerely,

CARTER-GLOGAU LABORATORIES, INC.

Eliane K. Quinn, M.S.
Regulatory Affairs Officer

Enc.
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=—=CARTER-GLOGAU LABORATORIES, INC.

5160 WEST BETHANY HOME ROAD+*GLENDALE, ARIZONA 85301+TELEPHONE (602) 939-7565¢TELEX §6-8304

February 6, 1986

Marvin Seife, M.D.

Director, Generic Drugs Division
HFN-235 Room 16-B-09

Center for Drugs and Biologics
Food and Drug Administration
5600 Fishers Lane

Rockville, MD 20857

SUBJECT: NEOMYCIN AND POLYMYXIN B SULFATES AND HYDROCORTISONE
OTIC SUSPENSION, USP; NDA 62-488

Dear Dr. Seife:

In accordance with the reporting requirements as set forth in

21 CFR 310.300, we are submitting the three month report for cur
approved NDA 62-488 for our product NEOMYCIN AND POLYMYXIN B SULFATES
AND HYDROCORTISONE OTIC SUSPENSION, USP, approved 11-6-85.

Enclosed is labeling for new customers for this period:

Sincerely,
CARTER-GLOGAU LABORATORIES, INC.
I i A——
éégiﬁzizc€:,'75- ,45;4‘._32341_
Gg;ald F. Brunzie, Ph.D.

Vice President
Regulatory Affairs

cq

enc
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— CARTER-GLOGAU LABORATORIES, INC.

5160 WEST BETHANY HOME ROADGLENDALE, ARIZONA 85301+ TELEPHONE (602) 939-7565* TELEX 66-8304

October 20, 1983

Marvin Seife, M.D.

Director

Generic Drugs Division
Office of Drug Standards
National Center for Drugs

and Biologics

Food and Drug Administration
- 5600 Fishers Lane

Rockville, MD 20857

SUBJECT: STERILE OTIC SUSPENSION (Polymyxin B, Neomycin,
Hvdrocortisone) (21 CFR 444.442g)

Dear Dr. Seife:

Enclosed is our Form 6 application for Sterile (Otic Suspension,
containing neomycin sulfate, polymixin B sulfate and hydrocor-
tisone.

Please note that the potencies of the active ingredients in the
drug product are in conformance with those specified in 21 CFR
444 .442g, and that a suitable and harmless vehicle is utilized.

As provided for in 21 CFR 443.1 (¢) (2), amended as stated in
the Federal Register Notice of September 7, 1982, p. 39159,
antibiotic Form 6 applications are now regarded as abbreviated
new drug applications.

We request exemption from batch certification requirements as
provided for in 21 CFR 443.1, as amended.

Sincefély,

CARTER- GLOGAU .LABORATORIES, INC.

4 - - ',.' Sl - [
Jlj'ru/,f“??’,{u., = (
LA :
Samuel M. Fainbevg, Ph.D. 0/9’%(7[3]{{
Director
Technical and Regulatory Affairs

ht Jj - TTTTTI

enc. o T




Our reference: .62-483

Carter-Glogau Laboratories, Inc. .
Attentdon: Samuel M, Fainberg, Ph,D.

5160 West Bethany Home Road :
Glendale, Arizona 85301 November 3, 1983

f.

Gentlemen:

Please refer to your Antibiotic Form 5 application dated Octover 20, 1383, for
Sterile Otic Suspension (Polymyxin B, Neonycin, Hydrocortisone).

He have completed our review of this_application and it is not approvable at
this time due to the following deficiencies:

1. The application describes the serial number system used for raw
materfals, but, it does not show how these numbers are used in
subsequent plant operatfions.

2. The application did not include stability data. At z mininun, we
require data from three batches of product stored in their market
container under accelerated aging conditions (37°C/75% R.H.) and at
roon temperature for 90 days.

3. Samples were not submitted with the application., Please submit
samples as raquired by 21 CFR 444 .442q. :

4. The package insert should be revised as follows:
A. Change "Action™ to "Clinical Pharmacology®.
B. Change "Indications" to "Indications and Usage".
C. Add tne National Drug Code to the "How Supplied® section,

5. The application did not contain the nethod usad to sterilize the
container/closure system. .

*

6. The application di4 not centain the nethod used to sterilize the
Nitrogen.

Please provide a prompt written response.

Sincerely yours,

John M. Singer
Antibiotic Drug Raview Branch {HFM-535)
- Division of Generic Drugs
FENR 35 1/BF8353548P, R/D JMSinger 11/1/83, HFN-530 (Dr. Seife)



CARTER-GLOGAU LABORATORIES, INC.

5160 WEST BETHANY HOME ROADsGLENDALE, ARIZONA 85301sTELEPHONE (602) $39-7565+ TELEX 66-8304
December 9, 1983

John M. Singer ,

Antibiotic Drug Review Branch (HFN-535)

Division of Generic Drugs

National Center for Drugs _
and Biologics

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

SUBJECT: STERILE OTIC SUSPENSION {Polymyxin B, Neomycin, Hydrocortisone)
NDA 62-488 -

Dear Mr. Singer:

Reference is made to our Form 6 Application submitted pursuant to 21 CFR
444 442g for Sterile Otic Suspension (Peolymyxin B, Neomycin,
Hydrocortisone).

We also refer to your letter of November 3, 1983 cdncerning this
application.

The following is submitted in response:

1. With reference to our numbering system; whéen raw materials are
received a Receiving Report is filled out. These reports, pre-
numbered sequentially, contain all the information pertinent to
the particular 1ot, including description, manufacturer; date of
delivery, and purchase order number. Oncé the receiving report
has been prépared, a pressure-sensitive label bearing the same
receiving number as the receiving report is applied fo the raw
material immediate container.

In subsequent plant operations the lot of raw material is always
identified by name and receiving number.

To illustrate this, we are enclosing: ¢

a. The receiving report for Polymyxin- B sulfate used in the
manufacture of our Sterile Otic Suspension. Please note the
receiving number, R 21472, in the upper right-hand corner.

b. A copy of the Raw Material Specification sheet showing the
lot was released by Quality Control:

C. A copy of the Batch Formula Card for batch 83K00l. Please
note that Polymyxin B Sulfate is identified with receiving
number R 21472.

d. A copy of the formula weighing sheet For batch 83K0Ol.
Please note again that Polymyxin-B Sulfate, as weighed in
the compounding of the batch, is identified by its receiving
number, R 21472.

Thus any compconent of any batch c¢an be traced to its origin.
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2.

Stability data for this product will be reported as soon as they
become available.

Samples from the first three batches of the product will be stored-in
their market container under conditions specified in the labeling,
i.e., at room temperature, 15°C-26°C, and tested after 3, 6, 9, 12,
18, 24, 36, and 48 months.

Samples from the first batch of the product have been stored under
accelerated-aging conditions {37°C) and will be tested after 30, 60,
and 90 days. o

It has been the Generic Division's policy in the past to accept
accelerated-aging data from only one batch, and to grant a 24-month
expiration dating period on the basis of satlsfactory data at the 90-
day station. We are unaware of any changes in this policy that
requires three batches to be tested in this manner.

Sample requirements under 21 CFR 444.442g are for batch certification.
According to the final rule published in the Federal Register, Vol.
47, No. 173, Tuesday, September 7, 1982, all classes of antibiotic
drugs are now exempt from batch certification, and samples need not be
submitted. See copy of this Federal Register notice enclosed.

Concerning the submissicn of samples of the finished dosage form as
listed in Form 6, 5 (b), we have been requested not to send samples to
Rockville, but to wait for instructions on where to submit samples
(see enclosed communication from David Rosen). Samples will be
forwarded following receipt of your instructions as to where to send
them.

Our package insert has been revised as follows:
a. "Action" has been replaced with "Clinical Pharmacology."
b. "Indications" has been changed to "Indications and Usage.™

C. With regard to the National Drug Code (NDC) number, please note
that it is listed {without the packager code portion}) in the "How
Supplied" section as our Product Number.This facilitates
identification of the product and dosage form.

Since most of our distributors routinely use our insert, the
identification of this number as Carter-Glogau's NDC number would
conflict with our customer's NDC numbers, e.g., as listed on their
labels. Please note that the complete NDC number appears cn our
immediate-container label.
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5. The product container, a 10-ml amber molded glass bottle, is
sterilized by = _ Copies of C/G Standard Operating Procedure
10.4.8, "Sterilization i ," and Validation 17.13.5
"Validation of ° Sterilization,” are enclosed.

The container closure is a lined aluminum .ap. It is
sterilized by for aours at a minimum temperature of
Copies of C/G Standard Operating Procedure 10.4.7.

"Sterilization ! and Validation Protocol 17.13.18
"Validation of ° Sterilization Process For Lined Caps," are
enclosed.

6. The ° is sterilized by filtration through a
sterilization filter, at the point of use. Copies of C/G Standard
Operating Procedure 10.6.714.3 % _ Jse and Testing," and of
Validation Report V0021 "™ 2lding Tank and Associated
Piping," are enclosed. e _“' T T

We look 76rward to your prompt approval of this application as amended.

Sincerely,

CAHTERTGLOGAU LABOR{ ES, INC.

1
Uit
Samuel M| Fainbeérg, Ph.D.

Director
Technical| and Regulatory Affairs

ht

enc



— CARTER-GLOGAU LABORATORIES, INC.

5160 WEST BETHANY HOME ROAD*GLENDALE, ARIZONA 85301+ TELEPHONE (602) 939-7565¢ TELEX 66-8304

December 9, 1983

John M. Singer
Antibiotic Drug Review Branch (HFN-535)
Division of Generic Drugs
National Center for Drugs
and Biologics
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

SUBJECT: STERILE OTIC SUSPENSION (Polymyxin B, Neomycin, Hydrocortisone)
‘ NDA 62-488

Dear Mr. Singer:

Reference is made to our Form 6 Application submitted pursuant to 21 CFR
444 ,442g for Sterile Otic Suspension (Polymyxin B, Neomycin,
Hydrocortisone].

We also refer to your letter of November 3, 1983 concerning this
application.

The following is submitted in response:

1. With reference to our numbering system, when raw materials are
received a Receiving Report is filled out. These reports, pre-
numbered sequentially, contain all the information pertinent to
the particular lot, including description, manufacturer, date of
delivery, and purchase crder number. Once the receiving report
has been prepared, a pressure-sensitive label bearing the same
receiving number as the receiving report is applied to the raw
material ilmmediate container.

In subsequent plant operations the lot of raw material is always
. identified by name and receiving nunber.

To illustrate this, we are enclosing: i

a. The receiving report for Polymyxin- B sulfate used in the
manufacture of our Sterile Otic Suspension. Please note the
receiving number, R 21472, in the upper right-hand corner.

b. & copy of the Raw Material Specification sheet showing the
lot was released by Quality Control.

013525 c. A copy of the Batch Formula Card for batch 83K00l. Please
note that Polymyxin B Sulfate is identified with receiving
number R 21472,

d. _A copy of the formula weighing sheet for batch 83K00l.
-Please note again that Polymyxin-B Sulfate, as weighed in
the compounding of the batch, is identified by its receiving
number, R 21472.

Thus any component of any batch can be traced to its origin.
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2.

Stability data for this product will be reported as soon as they
become available.

Samples from the first three batches of the product will be stored in
their market container under conditions specified in the labeling,
i.e., at room temperature, 15°C-26°C, and tested after 3, 6, 9, 12,
18, 24, 36, and 48 months.

Samples from the first batch of the product have been stored under
accelerated-aging conditions (37°C}- and will be tested after 30, 60,
and 90 days.

It has been the Generic Division's policy in the past to accept
accelerated-aging data from only one batch, and to grant a 24-month
expiration dating period on the basis of satisfactory data at the 90~
day station. We are unaware of any changes in this policy that
requires three batches to be tested in this manner.

Sample requirements under 21 CFR 444.442g are for batch certification.
According to the final rule published in the Federal Register, Vol.
47, No. 173, Tuesday, September 7, 1982, all classes of antibiotic
drugs are now exempt from batch certification, and samples need not be
submitted. See <copy of this Federal Register notice enclosed.

Concerning the submission of samples of the finished dosage form as
listed in Form 6, 5 (b}, we have been requested not to send samples to

Rockville, but to wait for instructions on where to submit samples

(see enclosed communication from David Rosen). Samples will be
forwarded following receipt of your instructions as to where to send
them.

Our package insert has been revised as follows:
a. "Action"™ has been replaced with "Clinical Pharmacology."
b. "Indicatiecns" has been changed to "Indications and Usage."

c. With regard to the National Drug Code {NDC) number, please note
that it is listed (without the packager code portion! in the "How
Supplied" section as our Product Number.This facilitates
identification of the product and dosage form.

Since most of our distributors routinely use our insert, the
identification of this number as Carter-Glogau's NDC number would
conflict with our customer's NDC numbers, e.g., as listed on their
labels. Please note that the complete NDC number appears on our
immediate-container label.
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We look forward to your prompt approval of this application as amended.

Sincerely,

CART R- GLOGAU LABORATORIES, INC

\/ﬂ iz,a,ﬁ(i (t

Samuel M.-Eainhepg—PIrD?

Director
Techn?cal and Regulatory Affairs

y
ht \‘.

" enc




| OQur reference: 62-488

Carter-Glogau Laboratories, Inc.

Attn: ‘Samuel M, Fainberg, Ph.D.

5150 Mest Bethany Home Road :

Glendale, Arizona 85301 January 5, 1984

Gentlenen:

Please refer to your Antibiotic Form E‘application for Sterile Otic Suspension
(Polymyxin B, HNeomycin, Hydrocortisone), and to your amendment dated
December 9, 1983. :

e have completed our review of the amendment and have the follouing comments
at this time:

1. Concerning the submission of stability data, the Antibiotic Drug
Review Branch recommends the submission of data from three batches of
product stored at room temperature and at 37-409C (75% Relative
Humidity) for three months in its market container in order to obtain
a conditional 2-year expiratfon date. Data from Tess than three
hatches is insufficient for us to fTully evaluate the stability
characteristics of the drug product.

2. In regard to your response concerning exhibit samples, you are
correct in stating that the batch certification prograit has ended;
but, this has not affected the requirement for exhibit saiples as
Tisted under 21 CFR 444,442 g and Form FDA 1675 (Section ).

Please submit stability data and exhibit samples as requested in our letter
dated Hovember 3, 1983.

Sincerely yours,

John M. Singer
Antibiotic Drug Review Brancir (liF1i-535)
Division of Generic Drugs
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— CARTER-GLOGAU LABORATORIES, INC.

5160 WEST BETHANY HOME ROADSGLENDALE, ARIZONA 85301+ TELEPHONE (602) 939- 7565+TELEX 66-8304

Aoril 2. 19 8t-l FOOD AND DRUG ADIINISTRATION USE ONLY
P ? {DATE APPROVED ACCOUNT HO,
Johp H. §1nger . pap——
Antibiotic Drug Review Branch (HFN-535)
Division of Generic Drugs
Office of Drug Standards
National Center for Drugs {For the Commisioner of Food and Drugs
and Biologics Food oe2 Drug Adminisrerion
Food and Drug Administration Department of Health, Educction, cnd Welfare

5600 Fishers Lane
Rockville, MD 20857

SUBJECT: STERILE OTIC SUSPENSION (Polymyxin B, Neomycin, Hydrocortisone)
REF. 62-488

Dear Mr. Singer:

Reference is made to our Form 6 Application for Sterile Otic Suspension,
Polymyxin B, Neomycin, Hydrocortisone submitted on October 20, 1933.

Reference is also made to your letter dated January 5, 1984, and to the
telephone conversation our Regulatory Affairs Officer, Ms. E. Quinn had
with you on February 22, 1984,

As agreed over the telephone, we are forwarding you, enclosed, the
following:

1. 26 samples from each of the first three batches of the product,
83K001, 83L074, and 83L075.

2. 3 grams of Neomycin Sulfate, R 22099.
3. 3 grams of Polymyxin B Sulfate, R 21472.
4, Certificates of Analysis for all samples submitted. ,

Also enclosed are results of testing batch 83K00l stored under
accelerated (40°C), and room temperature conditions for 3 months.

Samples from batches 83L074 and 83L075 are being stored under accelerated
{40°C) and room temperature conditions, and will also be assayed after

3 months at 40°C, and after 3, 6, 9, 12, 18, 24, 36, and 48 months at o
room temperature. Results will be reported when they become availablqﬁza"f-

)r.\r
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On the basis of the stability data submitted and our commitment to
report accelerated and room temperature data on two additional batches
of the product, we request your prompt approval of this application
with initial 24-month expiration dating.

Sincer% .

CARTER- GLOGAU , INC.

Samuel M. Fainberg, Ph.D.
Director

Technic%l and Regulatory Affairs
ht

ENC
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— CARTER-GLOGAU LABORATORIES, INC.

———
———

5160 WEST BETHANY HOME ROAD*GLENDALE, ARIZONA 85301+ TELEPHONE (602) 939-7565¢ TELEX 6E-8304

FOOD AND DRUG ADMINISTRATION USE ONLY

July 20, 1984 |DATE APPROVED ACCOUNT HO,

SIGNED
John M. Singer

Antibiotic Drug Review Branch (HFN-535)
Division of Generic Drugs

Office of Drug Standards

Center for Drugs and Biologics

Food and Drug Administration -

{For the Commissioner of Food end Drugs
Food zed Brug Adminisirarion
Depsriment of Health, Eucarion, and Welfare

5600 Fishers Lane
Rockville, MD 20857

SUBJECT: STERILE OTIC SUSPENSION (Polymyxin B, Neomycin, Hydrocortisone)
REF. 62-488 ‘

Dear Mr.S3inger:

Reference 1s made to our Form & Application for Sterile Otic suspension,
Polymyxin B, Neomycin, Hydrocortisone submitted on October 20, 1983.

Reference is also made to your letter dated January 5, 1984, and to our
response dated April 2, 1984.

Enclosed please find stability data for 2 additional batches of the
product, 83L074 and 83L075, which show that the product remains stable
after 3-month storage at accelerated (40°C) and room temperature conditions.

Based on the recommendation of the Antibiotic’ Drug Review Branch, d
sufficient stability data have been submitted to obtain a conditional 2
year expiration date for this product. We therefore reguest your prompt
approval of this application with initial 2-year expiration dating.

Sincerely,

CARTER-GLOGAU LABORATORIES, INC. _ - ’

Eliane K. Quinn, M.S.
Regulatory Affairs Officer

ht

enc
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